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1. Typhus Fever in Mexico: A Study of Epidemiology 
by Means of Complement-fixation 

G. FREEMAN, G. VARELA, H. PLotz, and C. O. MARIOTTE. 
American Journal of Tropical Medicine [Amer. J. trop. 
Med.) 29, 63-69, Jan., 1949. 2 figs., 9 refs. 


An epidemiological survey of typhus fever in Mexico 
was carried out during 1944—5 by means of the comple- 
ment-fixation test, specially prepared rickettsial (classic 
and murine) antigens being used. Serum was collected 
from cases of active typhus and from patients in early 
convalescence in areas where typhus was common, and in 
some areas with a low attack rate. Two epidemics were 
studied serologically and several specimens were taken 
from a spotted fever area. Some 237 sera were positive 
to a titre of 1 in 10 or higher. Of these, 184 sera fixed 
complement in higher titre with classic antigen than with 
murine, 48 had predominantly murine antibodies, and 5 
were negative with typhus antigen but positive with 
Rocky Mountain spotted fever antigen. Details are 
given of the geographical distribution of the positive 
specimens. Classic typhus appears to be the prevailing 
type in Mexico, and may exist side by side with murine 
typhus. No immunological relation between the two 
types was found, and in the epidemics studied no change 
in the antibody response was apparent as the epidemics 
spread. Complement-fixing antibodies were generally 
demonstrable within 2 weeks of the onset of the acute 
illness, and high titres persisted for several months. 
The titre tended to fall after 6 months, in some cases to 
below the threshold ievel of the method used. 

J. L. Markson 


2. Typhus Fever in Peru: A Study of Epidemiology 
by Means of Complement-fixation 

G. FREEMAN, F. C. SOLOGUREN, and H. Espinosa.’ 
American Journal of Tropical Medicine [Amer. J. trop. 
Med.] 29, 71-78, Jan., 1949. 4 figs., 2 refs. 


Details are given of the results of a serological survey 
of typhus fever in Peru. Serum was collected from 
current and known past cases of typhus from endemic 
areas and from persons who had had exanthematous 
fevers in non-endemic areas, and complement-fixation 
tests were carried out with rickettsial (classic and murine 
typhus) antigens. Of 374 sera giving readable results, 
192 were positive, and in all of these the titre for classic 
antigen was greater than that for murine. Evidence of 
the existence of murine typhus was not found, and the 
typhus fever of Peru appears to be exclusively classic, 
M—B 


ABSTRACTS OF WORLD MEDICINE 


Hygiene and Public Health 


JuLy, 1949 


being most prevalent in the al/tiplano of central and 
southern Peru. The titres tended to fall 6 months after 
the acute infection, and continued to fall thereafter, 
reaching usually a level of 1 in 10 from 1 to 3 years after 
the illness. In some cases the titre fell below a demon- 
strable level, but remained positive in others for many 
years. J. L. Markson 


3. Homologous and Heterologous Antibody Response — 
of Infants and Children to Multiple Injections of a Single 
Strain of Influenza Virus 

J. J. QUILLIGAN, E. Minuse, and T. Francis. Journal of 
Clinical Investigation [J. clin. Invest.] 27, 572-579, Sept., 
1948. 3 figs., 24 refs. 


Ninety children, all under 6 and with a mean age of 
3-2 years, were assigned to three groups of approximately 
equal age distribution and number. A vaccine consisting 
of a formolized Sharples centrifuge concentrate of allan- 
toic fluid infected with the PR 8 strain of influenza virus 
and having a protein content of 2 mg. per ml. and an 
agglutination (Salk) end-point of 1 : 10,240 was admini- 
stered to each group in a different manner. Group I 
received a large dose (0-5 ml. of vaccine diluted 1 : 15) 
subcutaneously every other week for five doses, group II 
a small dose (0-5 ml. of 1 : 72 dilution) in the same way, 
and group III small doses (0-5 or 0-3 ml. of 1 : 72) every 
other day for five doses. Blood was taken before, during, 
and after the course of vaccination. Antibody was 
measured by the agglutination-inhibition method with 
four strains of influenza A virus: PR 8, Weiss, Baum 
(New York, 1941), and Olson (California, 1943); two 
strains of swine influenza virus (1976 and Oti) were also 
used. Selected sera from group I were tested also against 
Rhodes strain (Michigan, 1947). The experiment was 
performed in the late summer and autumn of 1946; no 
influenza epidemic had occurred since 1943-44. Pre- 
vaccination titres for PR 8 in all groups combined showed 
low antibody levels, particularly in children under 
4 years old. The influence of vaccination on the mean 
serum titres in each group for the six strains is shown 
in a series of tables, and the distribution of the titres at 
each bleeding is shown in three figures. The findings 
may be summarized thus: (1) A single large dose resulted 
in a marked rise of antibody to both the homologous and 
heterologous strains. (2) Repeated .doses, large or 
small, resulted in a cumulative increase of antibody up to 
three doses in a majority of children, but no significant 
increase followed the fourth and fifth doses. (3) This 
cumulative response was most evident in children from 
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1 to 34 years old, while in group I (large-dose schedule) 
in children aged 4 years and more the maximum titre was 
reached after a single dose. (4) The degree of response 
to heterologous strains depended on the antigenic relation 
of the strain to PR 8. (5) Antibody response to the 
swine strains was very poor. (6) In 10 out of 19 children 
in group I there was a fourfold or greater rise over the 
whole course to the 1947 Rhodes strain. 

These results contrast with experience in adults where 
the maximal response is achieved after a single injection. 
This “ adult’ type of response was found only in the 
group which might have been expected to have had 
experience of the 1943-4 epidemic. In discussing the 
reason for the cumulative response in the younger children 
the authors contend that it might be “* associated with the 
stimulative effect caused by the initial injection”’’ or 
** related to the additional inoculations ”’. 

Owing to the reactions produced, concentrated vaccines 
are not recommended for use in children. The suggested 
dose for general use in children is ** three injections of the 
equivalent of 0-3 ml. of infected unconcentrated allantoic 
fluid spaced at weekly intervals ”’. A. P. Goffe 


4. The Prevention of Primary Tuberculous Infections 
in Medical Students The Autopsy as a Source of Primary 
Infection 

G. M. MEADE. American Review of Tuberculosis [Amer. 
Rev. Tuberc.) 58, 675-683, Dec., 1948. 2 figs., 9 refs. 


Following the occurrence of cases of clinical pulmonary 
tuberculosis among medical students at the University of 
Rochester School of Medicine and Dentistry, routine 
Mantoux testing (P.P.D.) was instituted. Over the 
-years 1940-4 the average percentages of positive reactors 
were 54-2 at the end of the first and 92 at the end of the 
second year of studies. There was little variation in the 
percentages over the years, especially in the second-year 
figure. The most likely source of infection was shown to 
be post-mortem examination of tuberculous patients. 
[The protective measures employed appear to be good 
except for the absence of masks, but it is not.clear whether 
gowns and gloves were customary in handling tissues 
subsequently displayed for study.] During the period 
May, 1943, to June, 1945, students were prevented from 
assisting at necropsies on tuberculous patients and no 
such material was left out for personal study. The 
average percentages of reactors became 36-4 at the end of 
the first, 38-8 at the end of the second, and 51-9 at the end 
of the fourth year. J. V. Hurford 


5. The Basle Scarlet Fever Epidemic, 1948. (Basler 
Scharlach-Epidemie 1948) 
M. Esser. Schweizerische Medizinische Wochenschrift 


[Schweiz. med. Wschr.] 79, 28-33, Jan. 15, 1949. 7 figs., 


10 refs. 


Some points of practical interest regarding the Basle 
scarlet fever epidemic are described. During the first 
quarter of 1948 there was a relatively small morbidity; 
the usual influenza epidemic was absent. During the 
second quarter there were numerous cases of stomatitis, 
pyuria, and cervical adenitis. The affected children were 


tuberculin-negative and, besides a moderate leucocytosis, 
showed nothing abnormal. It was not until July and 
August that illnesses with symptoms related to scarlatina 
were noted: tonsillar swelling, cervical adenitis, fever, 
pallor, and tachycardia, with throat swabbings from 
which haemolytic streptococci were invariably cultured. 
Many of the children had stomatitis, and some of the 
parents became ill with tonsillitis followed by desquama- 
tion of the palms. With the exception of a few sporadic 
cases of abortive scarlet fever, the epidemic started in an 
“* explosive ’’ fashion in all parts of the town on Aug. 13 
and 14. Altogether, during August and September, 
1,670 cases were notified, though the incidence fell 
rapidly during the first week. A survey of previous 
epidemics of scarlatina confirms the “* explosive ’’ nature 
of the outbreak. In the preceding year the weather had 
been consistently bad, with a dull warm winter and a 
summer with little sunshine. During the previous ten 
years scarlet fever had been relatively infrequent. A 
particularly large number of cases occurred in three 
narrow, thickly populated streets. Water, milk, fruit, 
vegetables, and ice-cream were investigated as possible 
sources of contamination, but with negative results. 
All were treated with penicillin, and as a result the fever 
and symptoms subsided within 1 to 4 days. Complica- 
tions such as nephritis and otitis were almost non- 
existent. There were, however, a number of relapses and 
recurrences as well as many cases in which subsequently 
throat cultures were persistently positive for haemolytic 
streptococci. Penicillin and sulphonamides have a direct 
inhibitory action on the incidence of complications in 
scarlatina, but it is still too early to ascertain whether 
they have a similar action on antibody formation. It 
would seem advisable in all cases, whether of moderat 
severe degree, to administer serum in addition during t 
first three days of illness. Harold Jarvis 


6. The Prevalence of Colds in Nursery School 
Children and Non-nursery School Children 

I. Drent. Journal of Pediatrics [J. Pediat.] 34, 52-61, 
Jan., 1949. 3 figs., 11 refs. 


This is an account of an investigation into the preva- 
lence of colds among 26 children of pre-nursery-school 
age and 25 of nursery-school age carried out, with the 
co-operation of the parents, by means of a questionary. 
The ages of the nursery-school children were 29 to 56 
months, and those of the non-nursery-school children 
23 to 52 months. The children came from homes of a 
relatively high socio-economic level and were above 


average in intelligence. The diet of those attending _ 


school was rated higher than that of the pre-school group. 
Data were collected concerning allergies, dental treat- 
ment, and the home administration of vitamins. [No 
details under these headings are, however, given.] 

The method adopted was first to construct a list of 
typical symptoms indicating infection of the respiratory 
tract, stated in simple terms, and the parents were then 
interviewed. The investigation continued over a period 
of 10 weeks, from the end of January to April 8, 1946, 
after which results were checked and statistics compiled. 
Children were regarded as one group, in order to deter- 


mine relationship of age to prevalence of colds. Six 
children had no colds during the period, but no distinction 
is drawn between those attending school and the pre- 
school group. Statistics of the number of people living 
in the house showed that there was no significant increase 
in infection, and the same negative result was noted in 
regard to those with a slightly higher diet rating. A 
graph relating humidity and temperature to the pre- 
valence of colds showed that as the weather became 
warmer the incidence of colds decreased. Slight 
increase in humidity appeared to have little effect on 
infection. A further investigation was held a year later 
in the case of 9 children previously studied in the pre- 
nursery-school group. This revealed no appreciable 
difference in liability to infection when the children were 
exposed to contact with other children. 

The general conclusions were that there did not seem 
to be any higher liability to colds among the younger 
pre-school-children and those attending school who had 
a better diet, and that the liability to infection did not 
increase when younger children were later admitted to 
contact with others. 

[The number studied is small, and the result is therefore 
inconclusive. No data are given of home conditions, 
except in general terms, or of individual liability to 
infection, except in 2 cases where it is stated that tonsil- 
lectomy was performed. A much wider investigation is 
necessary in order to obtain evidence which might be of 
general application.] C. S. Nicholson 
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7. Evaluation of Several Methods of Functional 
Examination of Respiration in the Diagnosis of Silicosis. 
(OueHKa HeKOTOpBIX MeTOOB 
AbIXAaHHA WIA CHHKO3A) 
M. V. EvGenova. Meguunna [Kiin. 
Med., Mosk.) 26, No. 10, 43-48, Oct., 1948. 1 fig. 


The author gives the results of an investigation at the 
Institute for Industrial Hygiene, Academy of Medicine, 
Moscow, into the functional capacity of the lungs in 
workers exposed to dust and workers whose lungs showed 
evidence of silicosis. In addition to the usual functional 


.tests the following were measured: vital capacity, tidal, 


complementary, and reserve air (Krogh spirometer), 
pulmonary ventilation per minute, length of time for 
which deepest inspiration could be maintained, reaction 
of pulse and respiration rate to graded exercise, and 
oxygen debt after graded exercise. 

Vital capacity was measured in 431 cases including 
98 controls. The results in men and women were the 
same. The control group had a mean vital capacity of 
3,686 ml. With increasing severity of silicosis the vital 
capacity fell from 3,695 ml. in stage 1 to 2,190 ml. in 
Stage 3 of the disease. The initial increase in the vital 
capacity in stage 1 compared with the control group was 
thought to be due to the development of a compensatory 
emphysema in the initial stages of the disease. There was 
a fall in the tidal air only in stage 3; the reduction in vital 
‘capacity was mainly due to a fall in the complementary 


- air and to a lesser extent to a fall in the reserve air. 
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In 51 controls and 164 cases of silicosis pulmonary 
ventilation rates per minute were studied. A steady rise . 
was observed in the cases of silicosis compared with 
normal subjects. Graded exercises led to a normal 
response (pulse and respiration rate returned to normal 
within 3 minutes) in 84% of the healthy control grou 
(253 cases) whereas in the silicosis group (705 cases) in 
Stage 3 there was a normal response only in 3%. Oxygen 
debt after graded exercise was investigated in a small 
group of people; no definite conclusions were reached. 
It is suggested that some of the functional investigations 
may be of value in the diagnosis of an early silicotic 
process in the lungs. N. Chatelain 


8. Some Changes in the Blood in Silicosis. (O 
H€KOTOPbIX H3MCHEHHAX CO CTOPOHbI KPOBH MpH 
CHJIHKO3e) 

S. M. Geukin, I. GELFON, N. MiGINA, A. RASHEVSKAYA, 
and A. SHitovA. Menguunna [Klin. 
[Klin. Med., Mosk.] 26, No. 10, 49-55. Oct., 1948. 
2 figs. 


The authors investigated the blood in cases of silicosis 
at the Industrial Hygiene Institute, Academy of Medicine, 
Moscow, and found that certain changes may occur early 
in the disease. In 650 cases of silicosis and 300 indivi- 
duals exposed to dust but without signs of silicosis 
haemoglobin value and erythrocyte sedimentation rate 
were estimated and leucocyte counts carried out. No 
relevant changes were found in early cases of silicosis 
except when secondary infection or tuberculosis was 
The raised erythrocyte sedimentation rate 
found in a high percentage of cases of early silicosis is 
explained by the presence of secondary infection, 
bronchitis, pleurisy, and slight toxaemia which are known 
to occur, even in the early stages. 

The viscosity of the blood was studied in 249 cases— 
31 healthy controls, 103 subjects exposed to dust but 
without signs of silicosis, and 59 with stage-4 silicosis, 
29 with stage-2 silicosis, and 27 with stage-3 silicosis. 
The viscosity of the blood was over 4 in 45% of controls, 
in 37% of those exposed to dust, in 50% of stage-1 cases, 
in 70% of stage-2 cases, and in 91% of stage-3 cases. In 
order to eliminate the possibility that tuberculosis had 
increased the viscosity of the blood the same investiga- 
tions were carried out on a group of patients free from 
tuberculosis but with silicosis; the same results were 
obtained. When investigating the viscosity of the blood 
in relation to the haemoglobin value the quotient of 

haemoglobin percentage 
that even in early cases of silicosis the quotient was 
lower than 17-8 (normal). The rise in the blood viscosity 
was thought to be due to a rise in the mean corpuscular 
volume of the erythrocytes of up to 92-2 y*, found to 
occur in a group of 160 cases of silicosis. The possible 
causes of a rise in the mean corpuscular volume are 
discussed. 

‘Experiments in vitro showed that the addition of silicon 
dioxide to whole blood raised the viscosity of the blood. 

N. Chatelain 
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Anatomy and Cytology 


9. Cytology of Rabbit Thymus and Regeneration of 
its Thymocytes After Irradiation; with Some Notes on the 
Human Thymus 

H. Downey. Blood [Blood] 3, 1315-1341, Dec., 1948. 
17 figs., bibliography. 


Thymocytes are true lymphocytes of various sizes and 
nuclear structure corresponding to those of the lymph 
nodes. The largest lymphocytes of the latter are not 
represented in the thymus, where the smallest ones are 
more numerous. Some lymphoblasts similar to myelo- 
blasts occur in the rabbit thymus. All three types of 
granulocytes develop from lymphocytes, and to some 
extent from the mesenchymatous reticulum in the rabbit 
thymus, where the heterophil and eosinophil granules are 
acidophilic when first formed. In the human thymus 
most of the eosinophil myelocytes are of the bone-marrow 
type, and many have both basophilic and acidophilic 
granules in the same cell. The reticulum is largely of 
epithelial origin and retains its epithelial cytological 
characteristics. In the rabbit some mesenchymatous 


tissue is blended with the reticulum and may give rise to 
lymphocytes and granulocytes. The epithelium may 
form macrophages but does not give origin to lympho- 


cytes. During regeneration, after irradiation, the 


mesenchymatous reticulum forms some lymphocytes, : 


but others enter the thymus through the lymph vessels. 
R. J. Ludford 


10. The Segmental Distribution of the Cutaneous 
Nerves in the Limbs of Man 

J. J. KEEGAN and F. D. Garrett. Anatomical Record 
[Anat. Rec.] 102, 409-437, Dec., 1948. 27 figs., 29 refs. 


In this important paper the authors present the results 
of a careful irivestigation of a large series of cases of 
spinal nerve compression. The work has led to the 
construction of new charts illustrating the pattern of 
nerve root -distribution to the skin of the limbs; these 
findings differ fundamentally from those of earlier 
workers. 

The authors examined 165 cases of dermatome hypo- 
algesia in the upper limb, and 1,264 cases in the lower 
limb. Of the former 47, and of the latter 707, were 
shown at operation to be due to single nerve root com- 
pression, usually by a prolapsed nucleus pulposus. 
Confirmation of the results was obtained by study of the 
effects of procaine injection of single nerve roots in 
medical student volunteers and of intentional section of 
single nerve roots in certain clinical cases. Despite 
Foerster’s dogma that “ division of a single nerve root 
produces no loss of sensitivity ’’, there was marked hypo- 
sensitivity in the area concerned in all these cases. The 
outline of this area was plotted by means of light pin 
pricks. On repeated testing the variation was found to 


amount to less than | cm. This was termed the area of 
primary diminished sensitivity. Beyond this area lies one 
of slightly diminished sensitivity which the authors regard 
as an area of overlap. 

The authors regard the area of primary diminished 
Sensitivity as the representative of the true primitive 
dermatome—that is, that area of skin most directly 
associated with the body segment in question through 
early contact with segmental structures such as vessels ~ 
and nerves. (The total area of distribution of a nerve 
root as demonstrated by Sherrington and others is held 
by the authors to include an area of secondary spread of 
nerve fibres). In contrast to the views embodied in the 
classical theory of limb-bud development it is held that 
during the growth of the bud the dermatomes extend as 
unbroken bands from the dorsal midline of the trunk, 
over the dorsum of the limb, as far as its extremity. 
There is no dorsal axial line. The most cephalic and 
most caudal dermatomes involved in the growth of the 
bud wind around its rostral and caudal borders respec- 
tively and meet each other on its ventral aspect, along 
what may be correctly termed the ventral axial line. The 
central dermatomes already mentioned, which extend 
from the mid-dorsal line of the trunk over the whole 
length of the dorsal aspect of the limb to the extremity, 
may extend over the extremities on to the ventral aspect 
of the distal segment, where they meet these cephalic and 
caudal dermatomes which follow a spiral course around 
the borders of the limb. Thus in the case of the upper 
limb the fifth cervical and first thoracic dermatomes wind 
spirally in opposite directions about the shoulder to meet 
in the axilla and extend in parallel fashion along the 
ventral surface as far as the wrist. Dermatomes C6, C7, 
and C8 which lie in series with C5 and T1 on the dorsum 
of the trunk extend down the dorsum of the limb to the 
extremity and turn over on to the palm to meet C5 and 
T1 at the wrist. On the ventral surface of the trunk and 
the limb there is a hiatus, where C5 meets T1. In the 
lower limb the pattern is similar but less regular. LI 
and §2 wind spirally about the hip to meet on its medial 
aspect. However, only S2 continues to the extremity of 
the limb on this aspect. L1 and L2 are cut short and end 
in contact with $2. L4, L5, S1, and S2 alone reach the 
extremity of the limb. 

The authors present a critique of the experimental 
work of Head, Sherrington, Bolk, and Foerster, and 
suggest that Sherrington’s results agree most closely with 
their own. They believe that the differences are due to 
Sherrington’s failure to detect the less marked degrees of 
hyposensitivity in the proximal segment of a limb after 
section of a single nerve root, and the consequent mis- 
interpretation of his findings. The paper is illustrated 
by many excellent diagrams and photographs. 

H. Hughes 


Physiology and Biochemistry 


11. Factors Influencing Resistance to Cold Environ- 
ments 

K. LANGE, M. M. A. GoLp, D. WEINER, and M. KRAMER. 
Bulletin of the U.S. Army Medical Department [Bull. 
U.S. Army med. Dept.] 8, 849-859, Nov., 1948. 5 figs., 
10 refs. 


Rabbits were exposed to a temperature of —20° C. 
and the skin and rectal temperatures were recorded until 
the animals died. The survival time was markedly 
decreased by restriction of movement. The body 
temperature of animals so restricted fell steadily from the 
start of the exposure, while that of the control animals 
was maintained until shortly before death, when it fell 
rapidly. Light anaesthesia or alcoholic intoxication 
decreased survival time. When thyroid extract was given 
for several days before exposure survival time increased; 
administration of thiouracil shortened survival time. 
The results are discussed in relation to the survival of 
military personnel exposea to Arctic conditions. 

R. A. Gregory 


12. Changes in Brain Structure and Memory After 
Intermittent Exposure to Simulated Altitude of 30,000 Feet 
A. V. JENSEN, R. F. BECKER, and W. F. WINDLE. 
Archives. of Neurology and Psychiatry [Arch. Neurol. 
Psychiat., Chicago] 60, 221-239, Sept., 1948. 4 figs., 


16frefs. 


Young adult male guinea-pigs were subjected to condi- 
tions simulating an altitude of 30,000 feet (9,000 m.) in a 
decompression chamber for 6 hours daily and 6 days 
weekly up to 100, 150, 200, and 250 hours. At appro- 
priate times the experimental animals and controls were 
killed by perfusion of a solution of formaldehyde. 

The animals responded to reduced barometric pressure 
by remaining quiet, usually with episodes of physical 
distress, collapse, and apparent unconsciousness. After 
their removal from the chamber, comparison with 
controls rarely revealed significant behaviour changes or 
physical differences. No permanent neurological defects 
were observed. Some loss of weight occurred. Twenty- 
four animals were trained to solve an alternation maze 
problem to the point of perfection. Four controls were 
picked at random from the superior half of a group of 
initial learners and five from the inferior half of this group. 
The rest of the animals were exposed to the conditions of 
simulated altitude. All animals. were re-tested after 
100 hours at low pressure. No difference in retentive 
capacity between controls and experimental animals was 
noted at that time. After 150, 200, and 250 hours of 
decompression groups of 4 experimental animals showing 
the greatest signs of distress in the chamber and 2 or more 
controls selected at random were re-tested and then killed 
for histological study. In all the re-tests the controls 
showed perfect retention of memory while all the 


experimental animals showed retentive loss. The most 
significant memory impairment occurred after 150 and _ 
250 hours’ exposure; a closer correlation with histo- 
logical changes in the brain could be made in these groups 
than in the 200-hour group. However, all the animals 
in the 200-hour group required retraining on the re-test, 
whereas the controls did not. 

Focal areas of degeneration occurred in the vermis of 
the cerebellum of all animals after 200 and 250 hours and 
in 3 of the 7 animals after 100 and 150 hours. Elsewhere 
in the brain small areas of shrinkage or (less commonly) 
impaired staining occurred, apparently fortuitously. 
For the most part the tissues of the brain appeared normal 
and most regions looked exactly like comparable regions 
in the controls. The focal areas of degeneration may 
have resulted from vascular stasis; leucostasis was found 
after 250 hours. 

The authors conclude that the anoxia did not in itself 
cause demonstrable structural changes in the brain, but 
that it indirectly brought about focal defects. The 
histological studies failed to reveal an anatomical basis 
for the defect in memory produced, but the most striking 
memory defects occurred in the group of animals 
exposed to the decompression for the maximum time, and 
this group also most consistently showed structural 
changes in the brain. J. MacD. Holmes 


CIRCULATORY SYSTEM 


13. Acute Hypertension in ‘Dogs with Cerebral 
Ischemia 

A. C. Guyton. American Journal of Physiology [Amer. 
J. Physiol.] 154, 45-54, July, 1948. 3 figs., 21 refs. 


Cerebral ischaemia was produced in one set of dogs by 
ligating all arteries to the brain except the carotid 
arteries, which were then occluded. In another set all 
vessels including the carotid arteries were ligated, the 
only blood supply left being through the vertebral 
arteries (except for collateral supply through spinal and 
muscular channels), which were occluded for the study of 
blood pressure responses. The carotid and aortic sinuses 
were denervated to exclude all peripheral pressor 
receptor reflexes. The experimental data show the 
importance and magnitude of cerebral pressor receptor 
— the fact that respiratory depression and rise in 

lood pressure were closely related may indicate that the 
site of a vasopressor centre may be the medulla. The rise 
in blood pressure is presumably mediated through the 
sympathetic nerves. 

The fact that patients with experimental hypertension 
have a hyper-reactive sympathetic system as shown by the 
responses to postural and ice-water tests, and ‘the effect 
of sympathetic block in causing marked fall in blood 
pressure in many of them while hardly affecting the blood 
pressure of normal subjects, are taken to indicate a 
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6 PHYSIOLOGY AND BIOCHEMISTRY 


cerebral origin of excess sympathetic activity in hyper- 
tensive patients. Because stimulation of a small area of 
the medulla may cause a considerable rise in blood 
pressure, it seems conceivable that local ischaemia of 
such a small area, due to vasospasm or occlusion of a 
small vessel, might be responsible for the hyper-reaction 
of the sympathetic nervous system. H. Pollak 


14. Continuous Measurement of Arterial Oxygen 
Saturation in Man. [In English] 

I. LinpGrReNn. Cardiologia [Cardiologia, Basel] 13, 
226-240, 1948. 8 figs., 26 refs. 


After an admirably clear and concise description of 
the principle of photoelectric measurement of arterial 
oxygen saturation a more detailed description is given 
of the oximeter of Berg which was designed on the 
principle of Millikan’s instrument. The investigations 
were carried out on the antihelix of the pinna, the blood 
being arterialized by warming the ear. The method was 
tested on 20 healthy subjects (15 males and 5 females, 
aged 25 to 40). Ten different oximeters and ear units 
were used and the results compared with those of blood 
gas analysis, the blood samples being obtained by a 
special indwelling needle designed by Cournand which 
was left in the brachial artery throughout the test. At 
oxygen saturations between 60 and 100% the error was 
3 to 4% and the results thus fell within the permissible 
error, that is, +5 to +8% at saturations of 100 and 60% 
respectively; the oximeter is unreliable at oxygen satura- 
tions below 60%. The method was used to record 
oxygen saturation during general anaesthesia and 
hypoxaemia tests in normal subjects and patients with 
angina pectoris. By adapting it for Evans blue (T 1824) 
it was also used for the determination of circulation times. 
Respiratory variations of 2 to 4% were observed at satura- 
tion values of 90 to 100%, particularly in young normal 
subjects with large vital capacity and deep, slow respira- 
tion; during hypoxaemia tests, variations of 6 to 8% 
were found with saturation values of 50 to 60%. 

A. Schott 


15. Studies on a Proteolytic Enzyme in Human 
Plasma. III. Some Factors Controlling the Rate of 
Fibrinolysis 

O. D. Ratnorr. Journal of Experimental Medicine 
[J. exp. Med.] 88, 401-416, Oct., 1948. 7 figs., 15 refs. 


An attempt was made to discover whether the proteo- 
lytic activity of untreated plasma or plasma activated by 
chloroform or streptococcal fibrinolysin was related to 
the fibrinolytic activity of the plasma as estimated by the 
time taken for the fibrin clot formed by recalcification to 
undergo lysis. The proteolytic activity was estimated 
with casein as substrate. No correlation between the two 
variables could be demonstrated; neither was the power 
of plasma to inhibit proteolytic activity correlated with 
clot lysis time. When, however, samples of recalcified 
plasma were incubated at 37°C. and the serum thus 
obtained was tested for inhibitory power against chloro- 
form-activated proteolytic enzyme, it was found that the 
inhibitory power of serum decreased rapidly if it had been 


obtained from patients whose clots lysed rapidly, but 
slowly if from patients whose clots lysed slowly. The 
inhibitory power is assocated with the albumin, and is not 
affected by Ca++ or fibrin. G. Discombe 


16. The Pulse Rate in Old Age 
T. H. Hower. Journal of Gerontology VV. Gerontol.) 3, 
272-275, Oct., 1948. 2 figs., 13 refs. 


In view of the scarcity of information on the pulse rate 
in old age, the author investigated rates in 335 healthy 
Chelsea Pensioners, whose ages ranged from 60 to 93 
years, the average being 74-55 years, No one suffering 
from known cardiac disease or arrhythmia was included 
and any unusually high or low figure was checked twice. 
Pulse rates were measured to the nearest two beats per 
minute, and were taken after a rest period during a routine 
medical inspection. The range of frequency varied from 
44 to 108 beats per minute; the mean of the whole series 
was 71-76 beats per minute, the mode was 72 beats, and 
the standard deviation was 10-9 beats. The mean pulse 
rate fell between the ages of 60 and 84 years, but beyond 
84 years it rose again. This great variation indicates the 
unreliability of pulse charts as guides to onset or to 
prognosis in acute infections in the aged. 

Morag L. Insley 
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17. Effect of Parathyroid on Renal Tubular Reabsorp- 
tion of Phosphate and Calcium 

I. JAHAN and R. F. Pitts. American Journal of Physio- 
logy (Amer. J. Physiol.] 155, 42-49, Oct., 1948. 2 figs., 
20 refs. 


The authors have observed the effects of parathyroid 
hormone on the renal tubular reabsorption of phosphate 
and calcium in order to investigate the theory that the 
hormone produces its effect by increasing the urinary 
excretion of phosphate. Twenty experiments, including 
6 control experiments, were performed on 2 female dogs, 
which were catheterized for the collection of urine. 
They received 50 ml. of water per kilo of body weight 
about an hour before the experiment to ensure adequate 
hydration. Urine was collected for 10-minute periods, 
and a blood sample was taken from the jugular vein half- 


-way through the period. The rate of clearance of creati- 


nine was used to measure the glomerular filtration rate, 
and the phosphate reabsorption was calculated as the 
difference between the amount of phosphate filtered and 
the amount excreted. In those experiments involving 
the hormone two injections of 300 units (U.S.P.) of 
parathyroid extract, with an interval of 6 hours, were 
given and the experiments were performed 20 hours after 
the first injection. At this time the serum concentration 


‘of both total and filterable calcium was about 50% higher 


than normal, and this caused increased filtration, reab- 
sorption, and excretion of calcium. The concentration 
of phosphate, on the other hand, was not affected and the 
amounts absorbed and excreted were much the same as 
normal. The concentration of phosphate was increased 
by infusing solutions of sodium phosphate, and the 
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reabsorption of phosphate was determined at various 
levels. At all plasma levels from 1 to 5 millimols per 
litre the reabsorption of phosphate was the same whether 
parathyroid had been administered or not. During the 
administration of phosphate the serum calcium fell and 
the rate of excretion increased. 

The authors conclude that the effects produced by the 
parathyroid hormone are not due to an action on the 
kidney. R. P. Stephenson 


18. Mechanisms of Desoxycorticosterone Action. II. 
Relation of Sodium Chloride Intake to Fluid Exchange, 
Pressor Effects and Survival ; 

D. M. Green, D. H. COLEMAN, and M. McCase, 
American Journal of Physiology [Amer. J. Physiol.] 154, 
465-474, Sept., 1948. 8 figs., 15 refs. 


Fluid exchange increased in groups of rats to which 
sodium chloride was administered instead of drinking 
water for long periods. The increased rate of fluid 


exchange appears to favour renal excretion of sodium, - 


even when this increased velocity is attained only if the 
animals drink more saline. At levels of fluid intake as 
high as 2% body weight per day blood pressure did not 
rise above control levels. Other groups of rats implanted 
with desoxycorticosterone acetate (DOCA) were given 
either water or saline. DOCA increased fluid intake by 
a factor the numerical value of which is fixed by drug 
dosage and composition of the drinking fluid. Hyper- 
tension developed subsequently and the extent of the 
pressor effect did not correlate with the level of salt 
exchange, although it was increased by salt administra- 
tion. The heart and kidneys were enlarged, an effect 
which was augmented by salt addition. The spleen and 
testes of animals given DOCA, unlike those of animals 
maintained on hypertonic saline, were heavier than those 
of the controls, and the liver was also enlarged at high 
dosage levels of DOCA. The decrease in survival time 


which was produced by extra sodium ion in animals. 


receiving DOCA was disproportionate to the effect on 
the blood pressure. 

The resemblance between the effects produced by salt 
in DOCA-induced hypertension and in essential hyper- 
tension supports the view that increased activity of the 
adrenal cortex is a causative factor in the condition in 
man. The results also show that DOCA hypertension is 
lethal only during the period of maximum DOCA action. 
and suggest the possibility that human hypertension might 
be arrested by some procedure which would inhibit the 
activity of the salt-retaining steroids. 

E. F. McCarthy 
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19. The Antihistamine Action of Riboflavin. (Sull’ 
azione antiistaminica della vitamina B,) 

M. Lovino and V. Lecco. Acta Vitaminologica [Acta 
vitamin., Milano] 2, 121-122, Dec., 1948. 4 refs. 


After the determination of the lethal dose of histamine 
for guinea-pigs (0-6 mg. per kilo body weight given 
intravenously), a single intramuscular dose of riboflavin 
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was given to animals. One hour later histamine was 
given intravenously to 25 guinea-pigs in increasing doses 
until tolerance was established. It was shown that after 
injection of 10 mg. of riboflavin the guinea-pigs were 
able to survive up to 9 times the minimal lethal dose of 
histamine. The Magnus method was used on the isolated 
gut of guinea-pigs for in vitro experiments, and it was 
shown that 5 mg. riboflavin had a neutralizing effect on 
histamine in a concentration of 1 : 1,000,000. The 
authors suggest that riboflavin has a definite anti- 
histamine action, as evidenced by the above studies. 
Z. A. Leitner 


20. The Antianaphylactic Action of Riboflavin. 
(Sull’azione antianafilattica della vitamina B,) 

M. Lovino and V. Lecco. Acta Vitaminologica [Acta 
vitamin., Milano] 2, 123-124, Dec., 1948. 1 fig., 4 refs. 


By a technique similar to that described in the previous 
paper (Abstract 19) the authors demonstrated a possible 
anti-anaphylactic action of riboflavin. . Z. A. Leitner 


21. Pteroylglutamic Acid Deficiency in Mice: Hemato- 
logic and Histologic Findings 

D. R. Weir, R. W. HEINLE, and A.D. WeLcu. Proceed- 
ings of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol. N.Y.] 69, 211-215, Nov., 1948. 4 
figs., 7 refs. 


Mice were fed on a diet free from pteroylglutamic acid 
(PGA), with an antagonist to PGA. After one month 
sulphathiazole at a level of 1% of the diet was added. — 
The mice then ceased to gain weight. In 50 to 60 days 
all the cellular elements of the blood were reduced. The 
haematopoietic activity of the spleen practically ceased; 
the bone marrow was packed with large immature cells. 
When PGA was-administered the blood picture rapidly 
became normal: reticulocyte counts rose to a maximum 
in 7 days and leucocyte counts to abnormally high levels. 
The bone marrow also became normal. It is suggested 
that PGA may be necessary for the maturation of 
immature blood elements but not for their formation. 

J. R. Marrack 


22. Daily Vitamin-C Requirements of Adults. (Der 
Tagesbedarf des Erwachsenen an Vitamin C) 

A. SCHEUNERT. Internationale Zeitschrift fiir Vitamin- 
forschung [Int. Z. Vitaminforsch.] 20, 374-386, 1949. 
30 refs. 


The author discusses previous experiments on human 
subjects with diets deficient in vitamin C, in which 
minimal quantities of vitamin C (up to 30 mg. a day) 
resulted in lowered vitality and resistance to disease; 
anaemia with the Plummer-Vinson syndrome and 
chronic gingivitis developed. Even 50 mg. daily cannot 
be regarded as an adequate intake. The American Food 
and Nutrition Board suggested in 1945 as adequate 
daily quantities for men, 75 mg.; for women, 70 mg. 
(pregnant women 100 mg.); and for children 30 to 100 
mg. These American figures have not been tested by 
experiments and the author discusses an 8-monthly 
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experiment on 10 groups each of 240 to 380 persons 
which proved that even these quantities are not quite 
adequate to increase resistance against infectious 
diseases. A definite decrease in disease incidence in 
people receiving vitamin C intakes of 100 to 300 mg. was 
noted; best results were obtained with a 100 mg. daily 
intake. Different quantities of pure vitamin C, vitamin C 
and quinine, vitamins C and B,, and vitamins C and A 
were administered. Addition of quinine had no effect at 
all, but adding 500 mg. vitamin B, caused a small decrease 
in morbidity rate. About 125 mg. daily intake of 
vitamin C is regarded as the optimum. Vera Novy 


23. Vitamin D and the Disappearance of T-1824 from 
the Blood 

A. F. Sitver and C. I. REED. American Journal of 
Physiology |Amer. J. Physiol.| 154, 19-26, July, 1948. 
4 figs., 11 refs. 


The effect of vitamin D on capillary permeability was 
indirectly estimated by its effect on the disappearance 
rate of the dye T-1824 from the blood, obtained by 
measuring the dye concentration 15 and 60 minutes after 
its injection. In most of the dogs which had received a 
total of about 100,000 i.u. per kilo body weight of vitamin 
D over one to 7 days, capillary permeability was found to 
have decreased when tested within 5 to 8 days after dis- 
continuing the dosage. This dose also caused anorexia 
and a decreased water intake and loss of weight in most 
dogs, and there was a constant rise in haematocrit read- 
ings, presumably due to splenic activity during dehydra- 
tion. In some animals there was a striking increase in 
plasma volume associated with a rise in haematocrit value. 

The validity of the method as an index of capillary 
permeability was tested by correlating the disappearance 
rate of the dye from the plasma and its appearance in the 
thoracic duct lymph under various conditions (in normal 
dogs, in dogs treated with vitamin D, and after injection 
of histamine which increased the disappearance rate about 
four times). The authors are satisfied that under the 
conditions of the experiments the general state of per- 
meability of the visceral capillaries is measured by this 
method. H. Pollak 


24. Influence of Various Levels of Thiamine Intake on 
Physiologic Response. II. Urinary Excretion of Thiamine 
K. Daum, W. W. TuTTLe, M. WILSON, and H. RHODES. 
Journal of the American Dietetic Association [J. Amer. 
diet. Ass.| 24, 1049-1053, Dec., 1948. 18 refs. 


A diet restricted to either 140 or 200 yg. of aneurin 
(thiamine) daily, adequate in calories (2,500 daily), protein 
(60 g. daily) and other nutrients, was given to 12 healthy 
young women; the basal diet was sufficient to maintain 
them at a constant weight and in nitrogen equilibrium. 
Various supplements of aneurin were added to the diet for 
various periods. Nitrogen balances were determined, 
and aneurin was determined in aliquots of the daily food 
digest and in urine samples. With intake of not more 
than 140 yg. aneurin daily, the average daily excretion of 
aneurin in the urine over 6 weeks was less than 20 pg. 
for each of 6 subjects; with intake of not more than 


200 yg. aneurin daily, the excretion in the urine over 5 
months decreased gradually and progressively for each of 
4 subjects, so that it averaged less than 10 yg. daily for 
the fifth month; with intake of 625 yg. daily, the average 
daily excretion in the urine over 5 months was 29, 32, 
and 32 yg. for 3 subjects, respectively, being maintained 
at a fairly stable level in each case; with intake of 
1,000 yg. daily, the average daily excretion in the urine 
over 5 months was 51, 63, and 40 yg. for 3 subjects, 
respectively, with steadily increased excretions from the 
third month onwards; with intake of 1,340 pg. daily, 
the average daily excretion in the urine over 5 weeks was 
111, 143,196,172, and 237 yg. for 5 subjects, respectively, 
with progressively increased excretions throughout the 
period. There was much less individual variation with 
low intake. The results—also expressed in the form of 
percentage ratio of aneurin excretion to intake—are in 
line with those of most investigators in indicating levels 
between 310 and 350 yg. per 1,000 calories as adequate. 
No subject developed anorexia on the low levels of 
intake, but in one patient pain and tenderness developed 
in the calf after she had received 200 yg. daily for 4 
months. Joseph Parness 


25. The Crystalline Form of Sodium Ascorbate 
S. L. Ruskin and A. T. MERRILL. Science [Science] 108, 
713-714, Dec. 24, 1948. 1 fig., 4 refs. 


Stable crystals of sodium ascorbate were prepared by 
adding a warm solution of sodium methylate to a warm 
solution of ascorbic acid in methyl alcohol. These 
crystals did not lose their potency after 500 hours at 
45° C. in closed glass containers. The stability of these 
crystals is attributed to the neutralization of one hydroxyl 
group only. X-ray diffraction studies were made of 
crystals from methyl alcohol, ethyl alcohol, and water. 

J. R. Marrack 


26. Studies on the Metabolism of Vitamin D. V. 
Determination of the Daily Requirement of Vitamin D in 
the Infant and Comparison between Activities of Vitamins 
D, and D;. (Recherches sur le métabolisme de la 
vitamine D. V. Détermination du besoin journalier en 
vitamine D chez le nourrisson et comparaison entre les 
activités des vitamines D, and D3) 

R. Houvet. Annales Paediatrici [Ann. paediatr., Basel} 
172, 28-38, Jan., 1949. 2 figs., 19 refs. 


It has been known for some time that in the chick 
irradiated ergosterol (vitamin D,) is 60 times less active 
than the naturally occurring irradiated dihydrocholesterol 
(vitamin D,). Careful evaluations of the activity of both 
forms of vitamin D in biological assays in infants—by 
preventing the development of rickets, by careful 
measurement of growth and of the rapidity of tooth 
eruption—led earlier investigators to conclude that 
vitamin D, is about twice as active as vitamin D,. In 
the present investigations it was found that administra- 
tion of vitamin D in increasing doses to infants kept on a 
vitamin-D-deficient diet improved the absorption of 
calcium and phosphorus up to an optimum. Admini- 
stration of much larger doses of vitamin D was without 


s 


further effect on the absorption. This minimal indis- 
pensable daily dose needed for optimal absorption in 
infants corresponded to 500 to 600 units of vitamin D, and 
250 to 300 units of vitamin D,; the same doses secured 
satisfactory growth and prevented the development of 
rickets. The author suggests this new method for the 
determination of daily vitamin-D requirements which is 
based on the estimation of calcium and phosphorus in 
the faeces in relation to the vitamin-D intake. 

Z. A. Leitner 


27. On the Efficacy and Safety of Glycine Administered 
by Vein 

G. E. CoLtentine. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 33, 1555-1562, Dec., 1948. 
2 figs., 19 refs. P 


Two bitches that had fasted for the previous 14 hours 
were given intravenous drip infusions of 5 or 10% glycine 
in physiological saline. The infusions lasted for 30 
minutes and were arranged to supply either 0-5 or 1 g. 
per kilo body weight. The smaller dose produced no 
evident upset, but in both dogs the larger dose resulted in 
bradycardia, extrasystoles, excessive salivation, and 
vomiting. Both dogs appeared normal half an hour after 
the infusion had finished. Excretion of glycine in the 
urine was very greatly increased during the first hour 
after starting the infusion, and although it became much 
less during the subsequent 2 hours it was still high. 
The level of glycine in the blood rose rapidly during the 
infusion but fell almost as quickly thereafter. 

Very similar results were obtained in 8 normal adults 
who after a fast of 12 hours were given intravenous 
infusions of glycine to a dose of 0-2 g. per kilo body 
weight. This dosage produced no symptoms apart from 
inconstant tingling in the extremities. One subject was 
given a dose of 0-4 g. per kilo, and at the end of the 
30-minute period of infusion he noted a feeling of warmth 
and tingling in the extremities, some increased salivation, 
slight nausea, and lightheadedness: all these symptoms 
disappeared within half an hour. Determinations of 
basal metabolism showed a greatly increased oxygen 
consumption lasting for from 2 to 4 hours in the various 
subjects; no determinations of the total nitrogen meta- 
bolism were made. Investigations on two patients 
suffering from cirrhosis of the liver gave essentially 
“ normal ”’ figures. H. E. Harding 


28. Parenteral Nutrition. VII. Metabolic Studies on 
Puppies Infused with Fat Emulsions 

G. V. MANN, R. P. Geyer, D. M. WATKIN, R. L. SMYTHE, 
D.-C. Dsu, N. ZAMCHECK, and F. J. STARE. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 33, 
1503-1522, Dec., 1948. 11 figs., 20 refs. 


A preliminary experiment having shown that puppies 
would grow normally when up to 30% of their total 
calorie requirement was provided by intravenous 
infusions of fat, a litter of 8 puppies was divided into 
4 groups. Two puppies were given infusions of a 30% 
emulsion of cocoanut oil containing 3% of a phosphatide 
Stabilizer, two were given infusions of 3% phosphatide 


NUTRITION AND DIGESTION 9 


without oil, and two were kept as controls. These six 
animals were all allowed to eat unlimited quantities of 
food: a fourth pair was allowed only a quantity of food 
equal to that taken by the first pair. Except for the last 
pair all the animals grew at similar rates, and no dif- 
ferences were detected in the plasma content of proteins, 
non-protein nitrogen, or bilirubin or in liver function. 
In the animals given infusions there was a mild transient 
anaemia and an increase in the free cholesterol concentra- 
tion in the plasma. Since these changes occurred in the 
animals given only the phosphatide stabilizer, it is 
tentatively concluded that this substance is responsible 
for any toxic effects. Larger doses of fat lead to anor- 
exia, which diminishes the intake of protein and essential 
substances to dangerous levels. H. E. Harding 


29. The Effect of Quinine and Atabrine on Gastric 
Secretory Function in the Dog. [In English] 

D. Karp. Revue Canadienne de Biologie {Rev. canad. 
Biol.] 7, 508-531, Nov., 1948. 6 figs., 30 refs. 


Gastric secretory function was studied in anaesthetized 
dogs: (1) by stimulating the vagi alternately for periods 
of 5 or 10 minutes each with shocks from an induction 
coil; (2) by injecting histamine dihydrochloride sub- 
cutaneously in doses of from 0-1 to 0-5 mg. every 10, 
15, or 30 minutes. Moderate doses of quinine bisulphate 
(10 to 30 mg. per kilo) or of mepacrine (atabrine) 
dihydrochloride (5 to 15 mg. per kilo), while not affecting 
the response to histamine, considerably reduced the 
volume of gastric secretion, as well as the output of 
pepsin produced by the vagal stimulation. Thus it 
seems that these compounds affect gastric secretion by 
interfering with the parasympathetic stimulation of the 
gastric glands. In chronic experiments, mepacrine was 
shown to have an inhibitory action on the secretory 
response of the gastric glands to sham-feeding either 
during oral therapy or after a single administration by 
stomach tube. Less definite responses were obtained in 
similar experiments with quinine. F. N. Fastier 


30. Studies on the Metabolism of Vitamin A and Caro- 
tene, Vitamin C, and Vitamin PP. IV. Blood Level of 
Vitamin A. V. Blood Level of Carotene. (Etudes -et 
recherches sur les métabolismes des vitamine A et 
caroténe, vitamine C, vitamine PP. IV. La vitaminémie 
V. Le caroténe sanguin) 

J. MARCHE. Laval Médical [Laval méd.] 13, 1185-1206, 
Nov., 1948. 3 figs. 


The blood level of vitamin A and carotene was studied 
in different groups of Parisians during 1941-2. The 
food situation in Paris was apparently satisfactory until 
the winter of 1940 and malnutrition became prevalent 
only during the spring of 1941. In 44 blood donors 
examined during the first 3 months of 1941, the mean 
vitamin A level was 68 i.u. (0 to 185), the mean. carotene 
level 66 jug. (2 to 187) per 100 ml. of blood. Normal 
levels were three times less frequent in 1941 than in 1940; 
in 54-6% vitamin A levels in 1941 were below 70 i.u. (in 
1940 only 23%) and in 20-6% they were below 40 i.u. per 
100 ml. of blood. 
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Another investigation of 73 families between April 1 
and July 20, 1941, yielded the following data: mean 
vitamin A levels for April, May, and June-July were 
43-4, 100-9, and 129-9 i.u., mean carotene levels 62-2, 
50-4, and 63-4 Hg. per 100 ml. of blood respectively. 
The rapid rise in vitamin A level in blood in spring was 
attributed to the plentiful supply of green vegetables and 
to satisfactory vitamin A reserves in the liver. Ina third 
group, 195 inhabita..is of Paris were examined between 
Dec., 1941, and Dec., 1942. The mean vitamin.A level 
was found to be 88-2 (7 to 402) i.u., the mean carotene 
level 85-4 ug. (10 to 444) per 100 ml. of blood. In this 
series definite seasonal variations were observed with the 
highest vitamin A and carotene levels in Sept. and Oct., 
1942. 


The parallelism between carotene and vitamin A levels . 


in blood, the dependence of the carotene values on a 
satisfactory intake of carotene-containing food as well as 
on an adequate fat supply, and the clinical insignificance 
of the relation of carotene to vitamin A are discussed. 
Z. A. Leitner 


NERVOUS SYSTEM 


31. Effect of Acid-Base Changes on Experimental 
Convulsive Seizures 

C. D. HENDLEY, H. W. DAveNporT, and J. E. P. ToMAN. 
American Journal of Physiology [Amer. J. atin 153, 
580-585, June, 1948. 1 fig., 38 refs. 


Procedures which change the acid-base balance, such 
as the hyperventilation test in petit mal, and starvation and 


ketogenic diets in the control of seizures, are used in the 
diagnosis and therapy of convulsive disorders. To what 
extent acid-base changes might affect seizures was 
investigated in rats. Metabolic acidosis was produced by 
ammonium chloride, alkalosis by sodium bicarbonate and 
sodium acetate, and respiratory acidosis by gas mixtures 


containing 89% oxygen and 11% carbon dioxide, and the 
effect of these changes on the threshold for seizures thus 
produced by electrical stimulation, or by “‘ metrazol”’ or 
picrotoxin, was tested. It appeared that seizures thus 
produced were fairly resistant to acid-base changes, which, 
therefore, are thought to be a relatively unimportant 
factor in the action of anticonvulsant drugs and other 
agents. H. Pollak 


32. Age Changes in the Light Threshold of the Dark 
Adapted Eye 

J. E. Brrren, M. W. Bick, and C. Fox. 
Gerontology [J. Gerontol.] 3, 267-271, 
15 refs. 


The authors present a study of the dark adaptation of 
130 male individuals, 49 from a home for the indigent 
aged, 43 from a centre for the elderly, 25 from naval 
mess-decks, and 13, of various ages, from among 
laboratory technicians. 

After light adaptation for 3 minutes, light threshold 
determinations were made for 10 minutes at t-minute 
intervals, and for the next 20 minutes at 2-minute 
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. intervals. The mean of the last two determinations was 


taken as the individual’s threshold. A Hecht-Shlaer 
adaptometer was used in all tests. The stimulus was a 
circle of 3 degrees, exposed with violet light (below 
460 yy) for 0-2 second and set at 74 degrees nasal to the 
fixation point. The light source was an incandescent 
lamp across which a fixed voltage was maintained and in 
front-of which were set calibrated glass filters of varying 
density. In all individuals over 40 years old the pupils 
were dilated with 5% “ euphthalmine”’ administered 
twice or thrice in the hour before the test, to eliminate 
miosis as a factor causing a high threshold value. It is 
inferred, though not stated, that individuals with intra- 
ocular disease were excluded from the tests. There wasa 
progressive increase in the threshold stimulus with 
advancing age which was slight from 20 to 60 years but 
more marked thereafter. The range of individual 
variation also increased with age. Included in the 
article is a brief review of the literature on the subject. 
‘ Morag L. Insley 


33. Dynamic Anatomy of the Cerebral Circulation 

H. A. SHENKIN, M. H. HARMEL, andS.S.Kety. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 60, 240-252, Sept., 1948. 1 fig., 15 refs. 


This is an account of an attempt to determine quantita- 
tively the cerebral blood flow in man. Ten patients were 
studied, but the results in two were rejected because of 
the presence of intracranial lesions. 

Briefly, the technique used was as follows. Lumbar 
puncture needles (19-gauge) were inserted into each 
internal jugular vein, one external jugular vein, and one 
femoral artery. Each needle was connected to a manifold 
to which a syringe was attached and each system was pre- 
vented from clotting by means of heparin. The carotid 
vessels of the same side as the external jugular vein used 
were exposed and dissected sufficiently for clear identifica- 
tion; 1 c.c. of 0-1% Evans blue (T 1824) was injected into 
either the internal or external carotid artery and samples 
of blood were taken during the injection and during the 
following 15 to 20 seconds from the two internal jugular 
veins, the external jugular vein on the same side, and the 
carotid artery. The concentration of the dye in the 
plasma of each sample was accurately measured by a 
photoelectric spectrophotometer with corrections for 
haemolysis. After injections of the dye cerebral arterio- 
graphy was carried out with 12 ml. of thorotrast. 

The study was complete in only 3 patients, owing to 
inability to obtain samples from all 4 vessels throughout 
the procedure, but evidence is presented that blood 
entering the brain through each internal carotid artery is 
distributed almost wholly to the ipsilateral hemisphere 
and drained predominantly by the internal jugular vein 
on the corresponding side. The data obtained also 
indicate that the blood in the internal jugular vein at the 
level of the superior bulb is relatively free from blood 
derived from extracerebral sources. On the other hand 
blood in the external jugular vein contains a significant 
fraction of cerebral venous blood. 

[The paper should be consulted for the full data and. 
comment.] J. MacD. Holmes 
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34. The Evaluation of the Analgesic Action of Metha- 
don Isomers and Other Analgesics by a New Rapid 
Screening Method 

R. L. CaHEN, H. J. Epstein, and C. S. KREMENTZ. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 94, 328-337, Nov., 1948. 4 figs., 28 refs. 


The evolution of yet another method for assaying 
analgesic drugs is described. Radiant heat from an 
electric bulb was concentrated by a reflector and lens on to 
a patch, previously shaved and darkened, on the back of 
a small rat. A thermocouple near the animal measured 
temperature, and the whole apparatus was enclosed in an 
insulated box. Each animal was irradiated with a 
constant stimulus for 3 seconds, the number in each 
group which responded by the twitching of a muscle 
being noted; the test was repeated. 30 minutes after 
administration of the drug, with morphine as a standard 
throughout. The order of potency of the drugs was: 
/-methadon ”’, 286; “* d/-methadon ”, 125; ketobemi- 
done ’’, 104; morphine, 100; and “‘ /-isomethadon ”’, 98. 
These figures compared favourably with those of other 
workers on animals and man. Both acetylsalicylic acid 
and aminopyrine failed to give satisfactory results, but 
some activity could be demonstrated by lowering the 
intensity of the stimulus. The results of statistical 
analysis are given. 

[No indication of the route of administration of the 
compounds is given; a peak of activity 30 minutes after 
giving a drug is claimed, but no test was made at, say, 
15 minutes. The figures are spoilt by the small size of 
the lettering.] John R. Vane 


35. A Comparison of Nine Local Anesthetics 

H. S. HAMILTON, B. A. WESTFALL, and J. K. W. Fer- 
GUSON. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 94, 299-307, Nov., 1948. 
3 figs., 7 refs. 


The toxicities and potencies of nine local analgesics— 
including cocaine, procaine, amethocaine, cinchocaine, 
naphthocaine (beta-diethylaminoethyl-4-amino-1-naph- 
thoic acid), and octacaine (2-(l-methyl heptyl)2 : 2- 
dimethyl ethyl para-aminobenzoate)—were compared. 
The LD 50 and its standard error were determined by 
intraperitoneal injection of the compounds into groups of 
mice. The local tissue damage, or “ tissue toxicity ”’, was 
determined by intradermal injection into guinea-pigs: 
the diameter of the resulting erythematous area was 
recorded 24 hours later and was found to be approxi- 
mately proportional to the logarithm of the concentration 
of the drug. Addition of adrenaline to the local anal- 
gesic increased the systemic toxicity of both procaine and 
“metycaine ’’, but decreased the toxicity of cinchocaine 
and amethocaine. The tissue toxicity of the last two 
was increased by adrenaline, as was that of octacaine. 


The local analgesic action of each compound was 
tested by intradermal injection into the shaved backs of 
guinea-pigs, following the routine suggested by Biilbring 
and Wajda (J. Pharmacol. 1945, 85, 78), but using the 
duration of complete analgesia as the measure of potency. 
All the drugs, except cocaine, were injected with adrena- 
line (1 in 100,000). The surface analgesic effects were 
estimated by topical application of the drug to the 
guinea-pig cornea, with a similar routine. By calcula- 
tion equivalent to dividing the therapeutic index of each 
drug by that of either cocaine or procaine as a standard 
the authors arrived at a figure which they called the 
“relative rating”; they then calculated relative ratings. 
applicable to massive infiltration (octacaine, amethocaine), 
localized block (monocaine, amethocaine), and surface 
(eye: amethocaine, naphthocaine; mucosa: ametho- 
caine, octacaine) analgesia. The two drugs with the 
highest relative ratings for each purpose are given in - 
parenthesis. Naphthocaine and octacaine are com- 
paratively new drugs, and the authors consider them 
worthy of further clinical trial. 

[The comparison of the toxicities of these compounds 
with and without the addition of adrenaline would have 
been more useful if the authors had presented a similar 
comparison of the local analgesic actions.] 

John R. Vane 


36. The Effect of para-Aminobenzoic Acid on the 
Metabolism and Excretion of Salicylate 

R. M. Satassa, J. L. BOLLMAN, and T. J. Dry. Journal 
of Laboratory and Clinical Medicine |J. Lab. clin. Med.] 
33, 1393-1401, Nov., 1948. 6 figs., 27 refs. 


A single 3 g. dose of sodium salicylate given by mouth 
resulted in a peak salicylate level in plasma of 18 to 22 
mg. per 100 ml. in 2 to 4 hours. After 28 to 32 hours, 
the level in plasma had fallen to 1 mg. or less per 100 ml. 
If, however, 3 g. doses of para-aminobenzoic acid were 
given every 3 hours for the duration of the experiment, 
beginning 18 hours before the administration of sodium 
salicylate, the maximum concentration of salicylate in 
the plasma was again obtained 2 to 4 hours after its 
administration, but the level was still approximately 5 
mg. per 100 ml. 55 hours later. 

In an attempt to determine the mechanism of this 
phenomenon, estimations of the plasma salicylate and 
urinary salicylates were made at different time intervals 
over a period of 60 hours. The results obtained showed 
that most of the sodium salicylate is normally excreted as 
salicyluric acid in man, but that when para-aminobenzoic 
acid is given with it the combination of the salicylate with 
the glycine in the liver is inhibited, and the urinary 
excretion of salicyluric acid is therefore very much 
reduced. The excretion of free salicylate and salicyl 
glycuronates is somewhat increased in these circum- 
stances, but this does not compensate for the fall in the 
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excretion of salicyluric acid.* At no time during these 
experiments was there a retention of salicyluric acid in the 
blood, and it was shown that para-aminobenzoic acid 
greatly reduced the formation of hippuric acid from 
sodium benzoate in the liver function test. The admini- 
stration of exogenous glycine did not eliminate this 
latter effect. 

The para-aminobenzoic acid did not affect the excre- 
tion of salicylates in dogs, in which there is no conjuga- 
tion with glycine in the liver. P. A. Nasmyth 


37. The Antifibrillatory and Coronary Dilator Actions 
of Diethylaminoethoxy-2-diphenyl Hydrochloride (F1262) 
{In English] 

K. I. Metvitte. Revue Canadienne de Biologie [Rev. 
canad. Biol.| 7, 579-593, Nov., 1948. 12 refs. 


The experiments reported are a continuation of 
earlier studies by the author (J. Pharmacol., 1946, 87, 
350; ibid., 1948, 94, 136) in which he has shown that 
various coronary dilator agents can protect the heart 
against idioventricular rhythms provoked during chloro- 
form inhalation by the injection of adrenaline. 

Doses of 5 to 10 mg. of F1262 per kilo body weight 
protected the heart against chloroform—adrenaline 
syncope in all of 6 experiments on dogs anaesthetized 
with sodium pentobarbitone. Extrasystoles were in- 
duced in only 1 of these 6 experiments. Moreover, 
F1262 was found capable of arresting the ventricular 
fibrillation initiated in control experiments by the use of 
chloroform and adrenaline; an effective heart beat could 
then be restored by cardiac massage and the subsequent 
injection of_adrenaline. Unfortunately, the protective 
action of F1262 is rather short-lasting. 

Experiments on isolated perfused rabbit hearts showed 
that F1262 is an exceedingly potent coronary dilator 
agent. It increased.coronary flow when administered in 
single doses so low as 0-001 mg. and in concentrations so 
low as 1 in 10,000,000. Effective antifibrillatory and 
coronary dilator doses of F1262 did not exert any signifi- 
cant effect on the pressor and coronary dilator responses 
to adrenaline, but could prevent the T-wave changes 
usually observed after the adrenaline. F. N. Fastier 


38. Effects of Repeated Oral Doses of Quinine and 
Quinidine on the Blood Pressure and Renal Circulation of 
Dogs with Experimental Neurogenic Hypertension 

E. P. Hiatt. American Journal of Physiology [Amer. J. 
Physiol.) 155, 114-117, Oct., 1948. 1 fig., 10 refs. 


Hypertension was produced in 4 dogs by excision of 
both carotid sinuses and division of the cervical vago- 
depressor-sympathetic nerve trunk on one side and the 


depressor nerve of the opposite side. The blood 
pressure, renal plasma flow, and glomerular filtration rate 
of these and normal control dogs were determined before, 
during, and after treatment with quinine and quinidine. 
The experiments were performed up to 16 months after 
the operation. Blood pressure was measured on a 
mercury manometer connected to a hypodermic needle 
inserted into the femoral artery. Local procaine 
analgesia (without adrenaline) was used. The clear- 


ance of sodium p-aminohippurate was estimated as a 
measure of the effective renal plasma flow, and the 
clearance of creatinine as a measure of the glomerular 
filtration rate. 

In normal dogs the oral administration of 10 to 15 mg. 
of quinine or quinidine per kilo 3 to 4 times daily for 
several days increased the renal plasma flow and the 
glomerular filtration rate. The blood pressure was 
unaffected. In the dogs with experimental hypertension 
the blood pressure was, however, reduced somewhat. 
[Reductions from about 210 to 170 mm. Hg and from 
about 230 to about 150 mm. are shown diagrammatically; 
no numerical results are given.] In spite of this fall, the 
renal plasma flow and the glomerular filtration rate were 
maintained or increased. 

These doses of the alkaloids produced plasma concen- 
trations of 1 to 4 mg. per litre, which were maintained 
between doses. R. P. Stephenson 


39. Observations Concerning the Effects of Blood Upon 
the Action of a Digitalis Glycoside 

R. Brine and M. FRIEDMAN. American Journal of the 
Medical Sciences [Amer. J. med. 216, 534-538, 
Nov., 1948. 1 fig., 5 refs. 


It is suggested that embryonic duck heart preparations 
could be used to detect minute concentrations (less than 
1 mg. per ml.) of digitalis glucoside in the blood. In 
order to evaluate the effect that the presence of the various 
constituents of blood would have on these preparations, 
they were tested separately in an embryonic duck heart 
preparation together with a digitalis glucoside (lanatoside 
C). Erythrocytes, plasma proteins, and pure albumin 
slightly retarded, whereas rat and human sera, especially 
in low concentrations of glucoside (below 1 mg. per ml.), 
markedly inhibited, the response of the preparation. 
The authors consider that this latter effect may be due in 
part to the relatively low concentration of ionized calcium 
in the two sera. J. B. Wilson 


40. The Effect of Cardiac Glycosides on the Respira- 
tion of Cardiac Muscle 

M. FINKELSTEIN and O. BopANsKy. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 94, 
274-287, Nov., 1948. 5 figs., 24 refs. 


The preparation employed is a slice of muscle approxi- 
mately 0-8 mm. in thickness and weighing some 100 to 
150 mg. This is taken from a cat’s left ventricle after the 
heart has been removed from the anaesthetized animal 
and immersed in a pre-cooled Ringer-phosphate-glucose 
medium. The respiration of the slice is measured by the 
Warburg manometric technique. 

Scilliroside, digitoxin, and ouabain were all found to 
increase the respiration of cardiac slices when added to 
the surrounding medium in concentrations of 1-6 x 
to 5x10-> M. The maximum effect—an increase in 
oxygen uptake of some 40%— was produced with a 
concentration of 1x 10-® M. The increases in rate of 
respiration were sustained for at Teast 2 hours after the 
addition of the glycoside. In this respect the results of 
the above authors differ from those of certain earlier 
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workers (Bull. Soc. chim. biol., 1946, 28, 647; J. Pharma- 
col., 1947, 91, 39). As they note, however, the concen- 
tration of added glucose has a powerful influence on the 
course of oxygen uptake of the slice. Unless glucose is 
added up to a concentration of 0-2% or more, the 
accelerating effect of the glycoside on oxygen consump- 
tion is not long maintained. The presence of calcium is 
essential for this accelerating action; in its absence the 
introduction of cardiac glycosides caused a decrease in 
the respiration of cardiac tissue. When the respiration 
of the tissue was depressed by lowering the phosphate 
concentration of the medium or by adding magnesium 
(1-08 or 2°16 mM), a relatively greater increase in 
respiratory rate was obtained than in experiments with 
normally respiring slices. F. N. Fastier 


41. Effect of Strophanthin and Quinidine upon Conduc- 
tion and Electrical Systole (Q-T Interval) of the Rabbit 
Heart 

A. Ruskin and G. DeEcHERD. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 68, 463-466, July—Aug., 1948. 
2 figs., 11 refs. 


The isolated rabbit heart was perfused and stimulated 
with a thyrotron stimulator, the electrodes being placed 
on the right atrium. Electrocardiographic records were 
made 10 minutes after introduction of the drugs. Stro- 
phanthin caused prolongation of the P-R interval in 
proportion to dose at all rates of stimulation; QRS 
prolongation occurred only at the more rapid rates and 
with larger (0-075 mg. per kilo) doses; the Q-T interval 


was prolonged only by smaller (0-015 mg. per kilo) doses. 
Quinidine produced the usual slowing effect on conduc- 
tion in proportion to dose. Its effect on the Q-T interval 


was variable. V. J. Woolley 


42. Effect of Certain Choleretic Agents on Excretion 
of Pigment and Bromsulfalein in Bile 

A. CANTAROW, C. W. WirtTs, W. J. SNAPE, and L. L. 
MILLER. American Journal of Physiology [Amer. J. 
Physiol.) 154, 506-512, Sept., 1948. 16 refs. 


Observations are reported on the influence of some 
choleretic agents on the rate of biliary excretion. of 
endogenous and exogenous bile pigment and brom- 
sulphalein in dogs with Thomas-type tubulated duodenal 
fistulae, in which normal nutrition and liver function can 
be maintained for several years. The experiments were 
made on 5 trained animals with gastric and duodenal 
fistulae fitted with large cannulae. Previously reported 
data have been obtained under conditions where hepatic 
function has almost invariably been impaired. After 
a control period of one hour for bile collection the 
choleretic agents—sodium dehydrocholate, sodium cin- 
chophen, and sodium cholate—were injected. Bilirubin 
and bromsulphalein were injected simultaneously with 
these agents. An increase in bile volume occurred after 
sodium cinchophen which was greater than that found 
after much larger doses of sodium dehydrocholate. 
The latter agent was more effective than sodium cholate. 


In each case the magnitude of the choleretic response was 


roughly in inverse proportion to the basal bile volume. 
The increased bile flow was accompanied by increased 
excretion of endogenous pigment, which, in the case of 
sodium cholate, was attributed to haemoglobinaemia 
following intravascular haemolysis, and in the case of 
sodium dehydrocholate to the flushing of the “* dead 
space’ of the bile duct system by the accelerated bile 
flow. The effects obtained with sodium cinchophen 
suggest an increased hepatic excretion of endogenous 
pigment. The biliary excretion of exogenous bilirubin 
was unaffected by sodium dehydrocholate or sodium 
cinchophen. The amount of exogenous pigment re- 
covered was not estimated in animals receiving sodium 
cholate on account of the consequent haemolysis. The 
excretion of bromsulphalein was not affected by sodium 
cinchophen but was delayed by sodium dehydrocholate. 
After sodium cholate the excretion of bromsulphalein 
fell to 50% of the control values for 3 hours following the 
injection, and this apparent impairment of liver function 
might be attributed to the effect of cholate or of the con- 
sequent haemoglobinaemia. E. F. McCarthy 


43. Influence of Tetraethylammonium on Responses of 
Isolated Intestine to Angiotonin and Other Substances 

D. A. CoLtins. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 94, 244-248, Nov., 
1948. 1 fig., 6 refs. 


The effect of tetraethylammonium bromide on the 
response of isolated guinea-pig ileum to angiotonin 
(hypertensin), histamine, barium chloride, and acetyl- 
choline was studied. The ileum was suspended in 
Tyrode solution so that the bath fluid could be changed 
without exposure of the muscle, and doses of test sub-. 
stance were given at constant time intervals. Concentra- 
tions of 1 in 13,000, 1 in 20,000, and 1 in 40,000 tetra- 
ethylammonium bromide were used, the effect at the 
higher concentrations being greater than at the lower 
concentrations. 

The responses of the muscle to angiotonin and to. 
histamine were augmented by tetraethylammonium.. 
The augmentation of the angiotonin response was not 
due to impurities and it was unaffected by atropine 
(1 wg. per ml.). Contractions due to barium chloride: 
were usually reduced by tetraethylammonium (13 tests). 
but were sometimes increased (2 tests). Contractions. 
due to acetylcholine were usually reduced (19 tests), 
sometimes not affected (8 tests), and sometimes increased. 
(10 tests). 

Tetraethylammonium augments the effects of angio- 
tonin, histamine, barium, and mecholyl on the blood. 
pressure, and of angiotonin and histamine on the isolated 
intestine but depresses the effects of barium and acetyl- 
choline on the latter. This may be because tetraethyl- 
ammonium acts on the blood pressure by arresting the 
response of ganglia to impulses from the central nervous. 
system but it cannot act in this way on the isolated 
intestine. 

The angiotonin used was prepared by incubating renin 
with heparinized dog plasma for 6 minutes at 38° C., 
bringing the mixture to pH. 5 with N. HCl, heating at 
90° C. for 6 minutes, and centrifuging. Tribasic calcium: 
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phosphate (20 mg. per ml.) was used to adsorb im- 
purities from the supernatant at pH 6°9 to 7-0. Then 
the angiotonin in the solution was adsorbed on charcoal 
(40 mg. per ml. purified commercial charcoal), eluted by 
glacial acetic acid (2:25 ml. per 40 mg. charcoal in 3 parts), 
and precipitated at 0° C. by ether (8 volumes). The 
precipitate was washed with ether, stored in a vacuum 
desiccator, and dissolved in Tyrode solution before use. 
Pamela Holton 


44. Clinical Potentialities of Certain Bisquaternary 
Salts Causing Neuromuscular and Ganglionic Block 

W. D. M. Paton and E. J. Zaimis. Nature [Nature, 
Lond.) 162, 810, Nov. 20, 1948. 7 refs. 


Two members of the polymethylene « w-bistrimethyl- 
ammonium series (in which there are 10 and 6 CH, 
groups respectively) may be suitable for clinical use. 
The C 10 derivative produces neuromuscular block, the 
C6 derivative ganglionic block. As a substitute for 
D-tubocurarine chloride the C10 compound merits 
consideration since it is both potent and can be antago- 
nized; its advantages are: (1) it spares the respiration; 
(2) it has less action on autonomic ganglia; (3) it has 
less power of liberating histamine; (4) it is a simple 
compound and can easily be synthesized. The C6 
derivative may be useful for hypertension and vascular 
disease whenever tetraethylammonium iodide has too 
brief or slight an action. Its potency is 10 to 20 times as 
great as, and its duration of action 3 to 4 times that of, 
tetraethylammonium iodide, the onset of action being 
much slower. Vera Novy 


45. Inhibition of Cholinesterase by Adrenaline 
W. M. Benson. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 
68, 598-601, July—Aug., 1948. 2 figs., 10 refs. 


Cholinesterase was prepared from pig caudate nucleus 
and pseudo-cholinesterase from pig parotid. Both were 
inhibited by the presence of adrenaline at concentrations 
of 1-5 to 6 mM. The lowest concentration inhibited 
22:2% of pseudo-esterase and 29-1% of specific ”’ 
esterase after 30 minutes. It is suggested that the 
potentiation of acetylcholine by adrenaline is brought 
about by this inhibitory action. V. J. Woolley 


46. Pharmacological Properties of ‘** Trafuril’’, a New 
Nicotinic Acid Ester Causing Hyperaemia. (Pharmako- 
logische Eigenschaften des Trafuril, eines neuen Nikotin- 
sdureesters mit hyperamisierender Wirkung) 

F. Gross and E. Merz. Schweizerische Medizinische 
Wochenschrift (Schweiz. med. Wschr.] 78, 1151-1155, 
Nov. 27, 1948. 6 figs., 8 refs. 


Tetrahydrofurfuryl ester of nicotinic acid (** trafuril *’) 
is soluble in water and oils, and is of low toxicity (LD for 
tabbits intravenously 0-5 g. per kg.). Jn vitro it forms 
methaemoglobin, but in vivo (with therapeutic doses) 
this has no significance. Application of the drug to the 
skin of several species of laboratory animals had little 


effect, only hyperaemia of the conjunctiva of rabbits 
being observed. On human skin it produced a marked 
hyperaemia after a latent period of 10 to 30 minutes, but 
caused no other signs of irritation. The skin and sub- 
cutaneous temperatures rose markedly. Antihistaminic 
drugs and atropine did not inhibit this action. Trafuril 
caused no vasodilatation on the isolated leg of rabbits, 
but dilated vessels which had been constricted by adrena- 
line or histamine. High doses increased the blood flow 
in the coronary arteries of the isolated rabbit heart and 
decreased the cardiac output. Given intravenously, it 
caused a slight decrease in blood pressure. By the use of 
Rein’s “ thermostromuhr”’, increase of blood flow was 
compared in several vessels. Trafuril had a transient 
inhibitory effect on the intestine. Several other nicotinic 
acid esters were also tésted, and a relation was found 
between the production of hyperaemia and the chemical 
composition of the esterified alcohol, those possessing 
between 4 and 7 carbon atoms in the chain being the most 
effective. C. Ambrus (Excerpta Medica) 


47. Prolongation of the Coagulation of Whole Blood 
by Dicumarol in Man 

W. C. Mooney, A. S. Murpuy, and W. J. HARRINGTON. 
American Journal of Medicine {Amer. J. Med.] 5, 40-43, 
July, 1948. 4 figs., 9 refs. 


There is some evidence that small doses of dicoumarol 
may prevent intravascular thrombosis, even if the pro- 
thrombin clotting time is not greatly prolonged. The 
authors have therefore compared the prothrombin time 
and the clotting time in glass by a modified Lee and White 
technique with the clotting time in siliconed glass tubes. 
Clotting time in siliconed (“ drifilm ’’) tubes at 37° C. is 
normally about four times that in ordinary glass—that is, 
(30 to 60 minutes). When prothrombin is reduced by 
dicoumarol there is a relatively small increase_in the 
clotting time in glass, this rarely exceeding 10 minutes; 
but the clotting time in siliconed tubes rises to more than 
24 hours. Care is needed in the preparation of the 
siliconed tubes, and the authors do not consider the 
determination of clotting time in such tubes a feasible 
routine procedure at present. 

The results emphasize the relative uselessness of 
clotting time in glass as an index of the liability of blood 
to intravascular clotting. C. L. Cope 
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48. A Neurological Syndrome Induced by Administra- 
tion of Some Chlorinated Tertiary Amines 

A. Go.pin, H. A. Nog, B. H. LANDING, D. M. SHAPIRO, 
and B. Go_pBerG. Journal of Pharmacology and Experi- 
mental Therapeutics (J. Pharmacol.] 94, 249-261, Nov., 
1948. 12 refs. 


In normal mice some of the nitrogen mustards induce 
changes which result in a behaviour pattern similar to 
that exhibited by genetic waltzer and shaker strains. 
Criteria used as indicative of this ‘* waltzing syndrome ”’ 
were hyperactivity, retropulsion, choreic head movement, 
running in circles, incoordination, poor balance, poor 
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righting reflex, and an uncoordinated swimming pattern. 
In all, 29 compounds were investigated; 8 of these pro- 
duced the syndrome. All the active compounds have the 
skeleton CICH,CH,;N(-‘CH,-)CH,-. Inactive com- 
pounds include those with a bromine atom or a hydroxyl 
group in place of the f-chlorine, a phenyl group on the f- 
carbon of the chlorinated chain, or phenyl groups on the 
a-carbons of the remaining side-chains. 

By using active compounds the waltzing syndrome was 
obtained with doses of the order of the LD 50. The 
symptoms developed some 6 to 12 hours after an intra- 
peritoneal injection and seemed permanent. When the 
central nervous systems of treated and control mice were 
examined histologically, both cerebellar and axial lesions 
were found in affected animals. The production of these 
lesions probably accounts for the symptoms displayed. 

F. N. Fastier 


49. Bacteriostatic Properties of p-Aminobenzoic Acid 
and its Potentiation of Penicillin and Streptomycin 
_ Action. (Pouvoir bactériostatique de l’acide paraamino- 
benzoique et potentialisation de la pénicilline et de la 
streptomycine par cette substance) 

R. Lecog and J. Sotomip£s. Internationale Zeitschrift 
fiir Vitaminforschung [Int. Z. Vitaminforsch.] 20, 399-409, 
1949. 24 refs. 


The antibiotic properties of p-aminobenzoic acid 
(PABA) in the form of its sodium salt, alone and com- 
bined with streptomycin and penicillin, were investigated 
in vitro. Different concentrations were used and various 
moulds and bacteria were tested. The authors showed 
that the acid acts as an anti-sulphonamide, antagonizes 
p-aminosalicylic acid, and has antibiotic properties. It 
increases the antibacterial action of penicillin and of 


streptomycin; with penicillin it has a synergistic action on . 


Bacterium coli and the tubercle bacillus, and with 
streptomycin on Bact. coli. PABA had no bacterio- 
Static action on Gram-positive organisms, but was 
bacteriostatic at concentrations of 1 in 130 in the case of 
Gram-negative organisms (such as Shigella shigae, 
Vibrio cholerae, and Salmonella typhi). The tubercle 
bacillus (bovine and human) was more sensitive, inhibi- 
tion being obtained at concentrations of 1 in 1,000. 
Actinomyces griseus was inhibited by 1 in 250 concentra- 
tion. The bacteriostatic activities of penicillin and 
streptomycin are so much reinforced by PABA that the 
effect may be regarded as a true synergism. Vera Novy 


50. Metabolism, Toxicity, and Manner of Action of 
Gold Compounds in the Treatment of Arthritis. VIII. 
The Effect of BAL and Other Thiol Compounds in Pre- 
venting the Inhibition of Oxygen Consumption of Rat 
Tissues Produced by Gold Salts 

W. D. BLock, N. C. Geis, and W. D. Rosinson. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.} 
33, 1381-1392, Nov., 1948. 2 figs., 18 refs. 


BAL had been shown to be of clinical value in treating 
gold toxicity in human beings. Consequently, it was 
thought to be of interest to see whether BAL, or other 
thiol compounds, would prevent the inhibition of oxygen 


consumption by rat liver and kidney slices produced by 
the inorganic salts, gold chloride and gold sodium 
thiosulphate. 

The oxygen consumption of rat kidney slices was 
measured with the usual type of Warburg constant volume 
manometer, and readings were taken every 15 minutes 
for the first 90 minutes, and then every 30 minutes up to 
180 minutes. Each of the following six thiol, or potential 
thiol, compounds was tried: thiomalic acid; 2 : 3-dimer- 
captopropanol (BAL), cysteine, sodium thioglucose, 
L-cystine, and methionine. Each compound was tested 
against both gold chloride and gold sodium thiosulphate. 
In each test the normal oxygen consumption curve was 
plotted, followed by the curves obtained after the intro- 
duction of the gold salt, the thiol compound, and the 
mixture of the gold salt and the thiol compound, 45 
minutes after the start of each experiment. Each curve 
represented the average of 6 to 8 experiments. Two 
tests were performed with each compound, in one of 
which a concentration of the thiol compound sufficient to 
provide one thiol group for each atom of gold, and in the 
other sufficient to provide three thiol groups, was used. 
In all cases, the final gold concentration was M/500, 
this being the minimum concentration to give maximal 
inhibition of oxygen consumption. Thiomalic acid and 
BAL were both shown to produce some inhibition of 
oxygen consumption on their own account. None of the 


‘compounds tried was very effective in preventing the 


inhibition of oxygen consumption caused by gold 
sodium thiosulphate, but all except cysteine and methio- 
nine were fairly effective against gold chloride. 

P. A. Nasmyth 


ANTIBIOTICS 


51. Bacterial Resistance to Antibiotics 
C. P. MILLER. Annals of Internal Medicine [Ann. intern. 


Med.) 29, 765-774, Nov., 1948. 3 figs., 18 refs. 


In this paper, presented to the 29th annual meeting of 
the American College of Physicians, the problem of 
bacterial resistance to antibiotics is discussed and some 
experimental studies are briefly described. 

A strain of meningococcus was trained to grow on 
media containing 5,000 units of penicillin per ml.; this 
16,600-fold increase in resistance developed gradually and 
required 147 transfers. By passage in mice treated with 
subcurative doses of penicillin, the protective dose 
(PD 50) for the meningococcus rose to 1,000 units after 
18 passages, and thereafter rose very slowly. With 
streptomycin, originally sensitive meningococci were able 
to grow in media containing as much as 50,000 pg. per 
ml. after only 2 or 3 transfers, because of the appearance 
of streptomycin-resistant variants. These variants were 
of two types, identical in morphology, fermentation, and 
serological reactions, but differing in that one type, 
the “streptomycin dependent variant”, required strepto- 
mycin as an essential growth factor. 

Streptomycin-resistant organisms, belonging to the 
species normally found in the throat, were isolated from 
throat swabs taken from 58 out of 59 patients who had 
received 1 g. of streptomycin daily for 14 days. Of 99 
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nurses and ward maids 21 were found to carry resistant 
organisms, whereas of 70 untreated patients 7 were 
carriers of resistant strains. Among the resistant 
organisms there was a higher proportion of yeast-like 
forms than is usually encountered. The resistant 
Strains contained a proportion of streptomycin-dependent 
variants. J. E. M. Whitehead 


52. Preliminary Report on the Use of Blood as a 
Retarding Agent for Penicillin. (Recherches prélimi- 
naires sur l’emploi du sang comme excipient-retard 
pour la pénicilline) 

I. Dainow. Dermatologica [Dermatologica, Basel] 97, 
49-52, 1948. 


Fourteen patients with gonorrhoea were treated by one 
injection of 200,000 to 300,000 units of penicillin dissolved 
in blood. As rapid cures were obtained in all cases, the 
author suggests that the blood retarded the absorption 
of penicillin. [It seems quite unjustified to draw this 
conclusion without estimation of the penicillin levels in 
blood; besides, the amount of penicillin given in this one 
injection has cured many cases of gonorrhoea in the 
abstracter’s experience, without the addition of blood.] 

G. W. Csonka 


53. The Fate of Penicillin in the Organism. (Uber 
das Schicksal des Penicillins im Organismus) 

K. IRRGANG and U. DOrNBRACK. Zeitschrift fiir die 
Gesamte Innere Medizin [Z. ges. inn. Med.| 3, 455-463, 
Aug., 1948. 4 figs., 20 refs. 


Penicillin levels in blood were estimated immediately 
after intravenous and intramuscular injections into 
rabbits. Immediately after intravenous injection only 
one-tenth of the theoretical amount was found in the 
blood stream, and this low value was not due to rapid 
excretion in the urine but must have been due to destruc- 
tion in the organism. Jn vivo and in vitro experimental 
data indicate that this inactivation is due to the action of 
the liver. Boiling reduces the capacity of the liver to 
inactivate penicillin. Theoretical blood levels can only 
be attained by excluding the activity of the liver entirely. 
It is probable that part of this penicillin is reactivated by 
the kidneys since 75% of the injected penicillin is excreted 
in the urine, but this has not been proved conclusively as 
yet. In rabbits only 1% is excreted in the bile, but in 
guinea-pigs 32% is excreted. Vera Novy 


54. Effect of Small Intradermal Doses of Penicillin in 
Septic Conditions. (Primi risultati sull’azione della 
penicillina a piccole dosi per via intradermica nelle 
affezioni settiche) 

F. Romeo. Riforma Medica [Rif. med.] 61, 582-586, 
Nov. 15, 1948. 28 refs. 


The author investigated the curative action of peni- 
cillin given in small intradermal doses to 7 patients with 
various septic conditions. The claim is made that 
15,000 units given intradermally in 0-75 ml. of normal 
saline every 6 hours for 6 to 8 days has an effect at least 
equivalent to that of much higher doses—up to several 


million units—by the usual intramuscular route. Effec- 
tive therapeutic action was noticed by the third or fourth 
day—that is to say, after only 180,000 to 240,000 units 
had been given. The author does not consider his 
favourable results to be due to slow absorption of the 
antibiotic, but puts forward a somewhat nebulous 
hypothesis of a direct potentiating effect of the dermis on 
the drug, or alternatively that an allergic reaction with a 
desensitizing effect on the organism is stimulated. 
E. G. Sita-Lumsden . 


55. Antibiotic Substances and Control of Gram- 
negative Microorganisms: Activity of Penicillium chloro- 
leucon. [In English] 

G. Macni and A. VILLA. Mycopathologia [Myco- 
pathologia, Amst.] 4, 213-218, 1948. 11 refs. 


One hundred strains of moulds, mostly penicillia, 
isolated from garden soils around Milan were tested for 
antibacterial activity against certain pathogenic Gram- 
negative bacilli. Activity against Bacterium coli, Sal- 


monella typhi, Vibrio cholerae, and Shigella shigae was * 


tested by growing the mould on carrot-extract agar for 7 
days at 25° C., removing a disk of this agar covered with 
the mycelium, placing it on an agar plate seeded with the 
bacterium to be tested, and observing the development 
of zones of inhibition after 24 hours’ incubation. One 
of the 100 strains showed some activity against these 
organisms, and it was identified as Penicillium chloro- 
leucon Biourge. Maximum yield of the active principle 
was obtained after 4 days’ growth in Abraham’s medium 
to which 2% peptone was added. The crude extract 
displayed an inhibitory action at a dilution of 1 in 100 
against the Oxford staphylococcus, and 1 in 90 against 
9 of 14 strains of V. cholerae. Activity against Salm. 
typhi and Sh. shigae was much weaker. The crude extract 
was relatively thermostable, but in vivo activity could not 
be studied as 1 ml. of the crude extract was lethal to 
the guinea-pig. J. E. M. Whitehead 


56. Sulfactin. Bacterial Spectrum, Toxicity and 
Therapeutic Studies 

H. E. Morton. Proceedings of the Society for Experi- 
mental Biology and Medicine (Proc. Soc. exp. Biol., N.Y.) 
66, 345-348, Nov., 1947. 4 refs. 


The in vitro bacteriostatic activity of “ sulfactin” 
(an antibiotic described by Junowicz-Kocholaty, Kocho- 
laty, and Kelner, J. biol. Chem., 1947, 168, 765) was 
determined against some 51 bacterial species. In these 
tests a sterile crude culture filtrate of Actinomyces, R-30, 
was employed and most of the tests were carried out in 
‘“* bacto-nutrient ”’ broth at pH 7:3. The antibiotic was 
in general more inhibitory for Gram-positive than for 
Gram-negative organisms. It was therefore standardized 
against Staphylococcus aureus, P210, and one dilution 
unit defined as the smallest amount per ml. of medium 
which prevented growth of the organism under the condi- 
tions of the test. With Staph. aureus the addition of 10% 
defibrinated horse blood to the medium made it necessary 
to increase tenfold the concentration of sulfactin to 
inhibit bacterial growth. 


For toxicological and therapeutic studies in mice a 
preparation of recrystallized sulfactin was used. When 
assayed by the agar streak technique, 0-0254 yg. of this 
preparation was equivalent to one unit, and, when 
assayed by the technique involving broth, 0-0048 pg. 
per ml. inhibited the growth of Staph. aureus. On 
injecting the preparation as an aqueous suspension into 
white mice 17 to 20 g. in weight, the LD 50 was found to 
be of the order of 2-8 mg. per mouse. In the mice which 
died macroscopical . examination revealed nothing 
abnormal. Histological studies showed degeneration of 
the outer zone of acini at the periphery of the pancreatic 
lobes and large numbers of fragmented nuclei in the 
“ reaction centres ’’ of the thymus and lymphoid follicles 
of the spleen. The mechanism of death was not eluci- 
dated. Mice receiving a single sublethal dose of sulfactin 
(0-5 mg.) remained essentially normal to both macro- 
scopical and microscopical examination up to 21 days 
after the injection. The amount of sulfactin required to 
protect 5 out of 10 mice against the intraperitoneal 
injection of approximately 1,000 minimum lethal doses 
of Streptococcus pneumoniae, Type I, was found to be of 
the order of 1-0 to 7-5 wg. In these experiments the drug 
was given intraperitoneally within a few. seconds after the 
infecting dose of the organism. A. L. Walpole 


57. Bacteriologic Studies on Aureomycin 

T. F. Patne, H. S. CoLiins, and M. FinLAnpD. Journal 
of Bacteriology [J. Bact.] 56, 489-497, Oct., 1948. 3 figs., 
2 refs. 


Published details on the source and method of isola- 
tion of aureomycin were not available when this paper 
was presented before the Section on Biology, New York 
Academy of Sciences, in July, 1948. The communication 
is concerned with a comparison of the antibacterial 
activities of the new antibiotic with those of penicillin 


_ and streptomycin. 


Aureomycin is less effective, weight for weight, than 
penicillin against Gram-positive micrococci, and about as 
effective as streptomycin against most Gram-negative 
bacilli. The new antibiotic appears to be equally effective 
against penicillin-sensitive and penicillin-resistant strains 
of staphylococcus and also against certain streptomycin- 
resistant bacteria. In the range of organisms studied 
there was little tendency to develop in vitro resistance to 
aureomycin. As a dry powder, in sealed ampoules, or 
in high concentrations in distilled water aureomycin is 
fairly stable, but it would appear that low concentrations 
do not retain their potency over long periods. 

H. J. Bensted 


58. In vitro Observations on the Antibacterial Activity 
of Aureomycin 

M. Means, N. M. HAsLaM, and K. M. STEVENS. North 
Carolina Medical Journal (N. C. med. J.] 9, 568-574, Nov., 
1948. 1 fig., 4 refs. 


Preliminary investigation of aureomycin had shown 
that it acted strongly against rickettsiae and the larger 
Viruses as well as against many common Gram-negative 
and Gram-positive bacteria. Because the drug is rapidly 

M—C 
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inactivated in human serum at normal ranges of tempera- 
ture and pH, the usual methods for assaying chemo- 
therapeutic activity are of no use. A modification of the 
Osgood and Graham 3-hour turbidimetric method proved _ 
successful in measuring the activity of aureomycin in 

solution against a reference strain of Staphylococcus 
aureus. The drug was stable in all dilutions and at all 
PH ranges, if it was stored at —20° C. for not longer than 
48 hours, but as the temperature came nearer to 37° C. 
aureomycin was more and more rapidly inactivated. 
Local discomfort on intramuscular injection can be 
reduced by adding 1% procaine, which does not affect 
the potency of aureomycin up to a concentration of 
procaine of 100 mg. per 100 ml. To measure levels in 
serum, a single intramuscular dose of 40 mg. of aureo- 
mycin was given to 8 convalescent patients. In 6, 
maximum concentrations first appeared after 3 to 6 hours, 
and antibacterial activity was detectable at nine hours in 
5 out of 6. Like penicillin, it was more effective against 
Gram-positive than Gram-negative cocci, and two 
species producing much alkali during growth (Proteus 
vulgaris and Alcaligenes faecalis) were highly resistant. 
A strain of Strep. viridans that had become resistant to 
penicillin and streptomycin in vivo was found to be 
sensitive to very low concentrations of aureomycin in 
vitro. Aureomycin may therefore prove to be of great 
value in cases where drug-fastness has developed. It was 
also found that aureomycin failed to penetrate the 
membrane of human red blood cells in appreciable 
amounts. The main disadvantage is its instability at 
neutral pH, so that solutions for parenteral therapy 
must be freshly prepared. T. E. C. Early 
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59. Studies on Streptomycin Resistance. Intradermal 
Inoculation into Guinea-pigs Treated with Streptomycin | 
as a Means of Verifying and Studying Streptomycin 
Resistance. (Ricerche sulla streptomicino-resistenza. 
L’intradermo-inoculazione in cavie trattate con strepto- 
micina quale mezzo di accertamento e di studio della 
streptomicino-resistenza) 

G. Dappt and M. Luccnuest. Annali dell’ Istituto 
Carlo Forlanini’’ [Ann. Ist. C. Forlanini] 11, 295-298, 
1948. 3 figs. 


The authors compared the lesions produced by intra- 
dermal inoculation of streptomycin-resistant strains of 
Mycobacterium tuberculosis in guinea-pigs treated and 
untreated with streptomycin with the lesions produced 
in the same animals by streptomycin-sensitive strains. 
For each test they used six guinea-pigs of 250 to 300 g. 
weight, three being treated with streptomycin and three 
being untreated controls. Each animal received in the 
right flank three intradermal inoculations (0-1, 0-01, and 
0-001 micromilligramme) of the streptomycin-resistant 
strain under examination, and in the left flank three 
intradermal inoculations with equal doses of a control 
strain obtained from a patient untreated with strepto- 
mycin. The three guinea-pigs treated with streptomycin 
received 4,000 to 30,000 units daily intramusculariy, 
and it was found that the results were clearest in those 
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receiving the larger dose. Here, after 4 to 6 days lesions 
were observed at the point of inoculation of the strepto- 
mycin-resistant strains and also at the point of inoculation 
of 0-1 micromilligramme of the streptomycin-sensitive 
strains. After 10 to 12 days the difference was very 
pronounced—the streptomycin-resistant strains caused 
large inflamed and ulcerated lesions, the control strains 
only small, pale, non-ulcerated nodules. In the guinea- 
pigs untreated with streptomycin, the streptomycin- 
sensitive strains produced earlier and larger lesions than 
the streptomycin-resistant strains. This observation 
confirms the assertion of other authors that with the 
acquisition of streptomycin resistance Myco. tuberculosis 
loses some of its virulence. An advantage of this method 
is the rapidity with which a result is obtained—within 
1 week as against 3 weeks by in vitro methods. On the 
other hand, the exact degree of streptomycin resistance 
cannot be established by this method whereas it can by 
in vitro methods. G. Lorriman 


60. Possible Increase in Pathogenicity of Strepto- 
mycin-resistant Tubercle Bacilli as a Result of Administra- 
tion of Streptomycin to Infected Animals. (Possibile 
aumento di patogenicita dei bacilli di Koch streptomicino- 
resistenti per effetto della somministrazione di strepto- 
micina agli animali infettati) 

G. Dappi and M. Luccuest. Annali dell’ Istituto 
“Carlo Forlanini”’ [Ann. Ist. C. Forlanini| 11, 302-304, 
1948. 


The authors investigated the response of streptomycin- 
resistant strains of Mycobacterium tuberculosis to the 


administration of streptomycin in animals injected with 


such strains. For each test 6 guinea-pigs were used, 
3 being treated with streptomycin (16,000 units daily) and 
3 untreated controls. Each guinea-pig was given intra- 
dermal injections of known streptomycin-resistant strains 
of tubercle bacilli. Fifteen streptomycin-resistant strains 
were examined. In 7 cases the lesions due to these 
strains developed earlier and were more extensive at first 
in the animals treated with streptomycin, but later the 
lesions tended to become more nearly equal in severity in 
the treated and the untreated animals. The authors 
consider it possible that the continued administration of 
streptomycin to patients infected with streptomycin- 
resistant strains of Myco. tuberculosis may actually 
worsen the condition. G. Lorriman 


61. Intradermal Inoculation as a Means of Direct 
Proof of Streptomycin Resistance of Tubercle Bacilli in 
Sputum. (L’inoculazione intradermica quale mezzo di 
accertamento diretto di eventuale streptomicino-resis- 
tenza del bacillo di Koch nell’espettorato) 

G. Dappr and M. Luccuest. Annali dell’ Istituto 
Carlo Forlanini”’’ [Ann. Ist. C. Forlanini] 11, 299-301, 
1948. 1 fig. 


The authors report an attempt to simplify and 
accelerate the diagnosis of streptomycin resistance by 
direct intradermal inoculation of sputum into guinea-pigs, 
20 sputa of patients under streptomycin treatment and 
12 sputa of untreated patients being examined. In the 


skin of guinea-pigs treated with high doses of strepto- 
mycin, sputa containing streptomycin-resistant strains of 
Mycobacterium tuberculosis caused progressive lesions, 
whereas the sputa of individuals untreated with strepto- 
mycin caused a local reaction of 4 to 6 days’ duration, 
followed by the formation of a small localized nodule 
whose development was arrested within 10 to 15 days. 
Two guinea-pigs were used for each test. An intra- 
dermal inoculation was made in the right flank of 0-1 ml. 
of the sputum under examination, and in the left flank of 
0-1 ml. of the control sputum; 30,000 units of strepto- 
mycin were then administered daily. Sputum was 
prepared for inoculation by separating the nummular 
portion and carefully ‘‘ homogenizing ”’ in a mortar after 
washing in physiological saline. The sputum was then 
examined microscopically for numbers of tubercle bacilli. 
If there was a great difference between the bacillary 
content of the test and control sputa, this was reduced as 
far as possible by dilution. The best results were 
obtained with sputa having 10 to 20 tubercle bacilli per 
microscope field. Mixed infections developed in only 
4 guinea-pigs. The results were obtained within 10 days. 
The exact degree of streptomycin resistance cannot be 
established, and the method cannot be used if the tubercle 
bacilli are very scarce. G. Lorriman 


62. Studies on Streptomycin. III. The Effect of 
Streptomycin on the Metabolism of Resting Bacteria and 
on Certain Purified Enzymes 

J. Henry, R. J. HENry, R. D. HousewriGut, and S. 
BERKMAN. Journal of Bacteriology {J. Bact.| 56, 527- 
539, Nov., 1948. 27 refs. 


Rabbit blood catalase, yeast carboxylase, urease, 
carbonic anhydrase, trypsin, succinoxidase, and cyto- 
chrome oxidase were unaffected by 500 to 1,000 jg. of 
streptomycin per ml. The endogenous oxygen consump- 
tion of Staphylococcus aureus was not affected by concen- 
trations of streptomycin up to 2,000 ug. per ml. during 
24 hours, with or without added ribose nucleic acid. 
Succinate, fumarate, butyrate, citrate, acetaldehyde, 
stearate, glycolate, and glyoxalate were not utilized by 
Staph. aureus. Glycerol and lactate oxidation in sensi- 
tive strains was inhibited by 1 zg. streptomycin per ml., 
but a resistant strain was unaffected by 100 yg. per ml. 
The oxidation of glucose, fructose, ethanol, pyruvate, 
ascorbate, adenylic acid, glutamate, D-ribose, «-glycero- 
phosphate, glyceraldehyde, dihydroxyacetone, glycerate, 
and glyoxal by the sensitive strain was not affected. 
Oxidation of acetate, when utilized, was completely 
inhibited by 100 yg. streptomycin per ml. Anaerobic 
utilization of glucose, fructose, ethanol, glycerol, suc- 
cinate, pyruvate, lactate, acetate, citrate, malate, cis- 
aconitate, xanthine, stearate, and fourteen amino-acids 
was not inhibited by streptomycin. 

The endogenous oxygen consumption by a sensitive 
strain of Bacillus cereus was inhibited by 1 pg. strepto- 
mycin per ml., but that of a resistant strain was only 
slightly inhibited by 100 yg. per ml. The respiratory 
quotient of the sensitive strain was increased from 1 to 
1-4 by 10 ug. of streptomycin per ml., indicating changed 
metabolism. The oxidation of glycerol, lactate, glucose, 
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pyruvate, ethanol, and acetate by the sensitive strain was 
inhibited to a greater extent than Staph. aureus by 1 pg. 
streptomycin per ml. Anaerobic metabolism of pyruvate 
and glucose by the sensitive strain of B. cereus was 
inhibited by 1 yg. streptomycin per ml. 

In a sensitive strain of Shigella sonnei 10 jg. strepto- 
mycin per ml. inhibited the oxidation of glycerol, lactate, 
pyruvate, succinate, and acetate, but not ethanol. No 
inhibition was obtained with the resistant strain by 100 
pg. Streptomycin per ml. Anaerobic pyruvate meta- 
bolism was inhibited by 1 wg. per ml. In most cases 
inhibition occurred after a latent period and increased 
with time. Incubation of the cells with streptomycin 
for 1 hour before addition of the substrate did not 
reduce the latent period. The inhibitions appeared to be 
non-competitive. The optimum pH for inhibition was 
78. 

Of the intermediate substrates tested, acetate was the 
only one which consistently accumulated in the presence 
of streptomycin in sensitive strains. Acetate utilization 
and oxidation in resistant strains was not inhibited by 
100 jxg. streptomycin per ml. The inhibition of oxida- 
tion of other substrates by streptomycin could not be 
explained, but was not due to the disturbing effect of 
acetate accumulation. 

It was concluded that streptomycin inhibits the forma- 
tion or function of an enzyme or enzymes involved in 


carbohydrate metabolism, and that this may be related 


to the bacteriostatic action of streptomycin. 
P. B. Marshall 
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63. Cardiac Stimulation in Carbon Monoxide Asphyxia 
H. SCHWERMA, A. C. Ivy, and H. FRIEDMAN. Journal of 
Applied Physiology {[J. appl. Physiol.) 1, 364-368, Nov., 
1948. 5 refs. 


Since death from carbon monoxide asphyxia may be 
primarily due to cardiovascular failure the authors 
investigated the effects of cardiac stimulants as an 


-adjunct to other methods of resuscitation, 45 dogs being 


treated with 0-3% carbon monoxide till the onset of 


‘spasmodic gasps of air hunger; 1 minute after the last 


gasp treatment was begun. All dogs received 100% 
oxygen, and were placed in 3 groups: (A) receiving no 
other treatment; (B) receiving 1 mg. adrenaline hydro- 


‘chloride and 0-65 mg. atropine sulphate in 1 ml. normal 


Saline, injected into the heart; (C) given 1 ml. normal 
saline into the heart. The needle used in groups B and 
C was a 19-gauge spinal needle. Each group consisted of 
15 dogs. 

No dog in group A or C survived. Of those in group 
B, 2 remained comatose till death after 68 and 16 hours; 


a third died in 36 hours and one survived and was 
apparently normal 30 days after the experiment. Tran- 


sient cardiac activity was induced by the needle and 
normal saline in group C but this was insufficient to 
maintain the heart beat. The authors conclude that it is 
probably worth while trying intracardiac adrenaline and 


-atropine as a last resort in cases of carbon monoxide 


poisoning in man. Since adrenaline shows parasym- 
pathetic as well as sympathetic activity on the heart in 
asphyxia, atropine is added to neutralize the former 
effect (Danielopolu and Marcou, Pr. méd., 1940, 48, 
44). A. T. Macqueen 


64. Massive Picrotoxin Therapy in Treatment of Acute 


_ Barbiturate Poisoning 


E. A. NEWMAN and M. FELDMAN. Archives of Internal 
Medicine [Arch. intern. Med.| 81, 690-695, May, 1948. 
12 refs. 


The authors discuss the treatment of acute barbiturate 


‘poisoning, with special reference to the use of very large 


doses of picrotoxin; their views are based on experience 
of 30 cases, 2 of which are reported fully and brief details 
given of 9 others. All 11 cases were severe; 10 of the 
patients were females, and the ages ranged from 22 to 
67 years. The quantity of barbiturate taken, when 
known, varied from 0-97 to 9-72 g. and the duration of 
unconsciousness from 16 to 216 hours. There was one 
death in a patient with carcinoma. [It is assumed 
that there were no deaths among the other 19 
patients but this is nowhere specifically stated.] 
Bronchopneumonia developed in 4 patients in spite of 
prophylactic penicillin. 

The routine general treatment included the provision of 
an adequate airway, frequent aspiration of mucus from 
the throat, oxygen inhalation, administration of adequate 
fluids intravenously, prophylactic penicillin therapy, 
artificial respiration when necessary, and, usually, gastric 
lavage. The chief drug used was picrotoxin, in doses of . 
9 to 45 mg. intravenously every 15 minutes (average dose 
15 mg. every 15 minutes); the total dose varied from 198 
to 14,196 mg. The aim was to produce and maintain 
muscular twitching just below the convulsive threshold, 
but several patients had short convulsions without ill 
effect. Other drugs given in many cases were ampheta- 
mine, the total dose varying from 40 .to 1,950 mg.; 
desoxyephedrine hydrochloride, useful particularly for 
peripheral circulatory failure, which was administered 
to a total dose of 10 to 680 mg.; and “ metrazol” 
(leptazol), given in doses of 1 to 3 ml. (100 to 300 mg.) 
intravenously as a test of the depth of coma. 

The authors believe that there is no arbitrary dose of 
picrotoxin in acute barbiturate poisoning, and that 
** there is no toxic dose of picrotoxin until a preconvulsive 
state is reached’’. They consider that amphetamine, 
which stimulates the cortex, is a valuable adjuvant, since 
picrotoxin acts mainly on the lower brain centres. In 
their view, after treatment of the emergency the patient 
should be referred to a psychiatrist. A. R. Kelsall 


65. Changes in the Blood Following Exposure to 
Gaseous Ammonia 


F. C. Scumipt and D. C. VALLENCOURT. Science 
[Science] 108, 555-556, Nov. 19, 1948. 2 figs., 2 refs. 


The effects of breathing gaseous ammonia in concentra- 
tions of 530 to 560 parts per million over a period of 
4 hours are described. Repeated venous blood samples 
were collected while the subject was exposed to the 
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ammonia, and were analysed for non-protein nitrogen, 
ammonia, urea, and creatinine. The pH of the blood 
and its carbon-dioxide-combining power were also 
determined. The non-protein-nitrogen and ammonia 
concentration in blood increased with time. Creatinine 
and urea values remained unchanged. The carbon- 
dioxide-combining power of blood was not impaired by 
the accumulation of ammonia, and there was no signifi- 
cant change in pH. Upon the subject’s ceasing to breathe 
ammonia the non-protein-nitrogen concentration fell 
slowly to its normal value. Further observations during 
exposure to ammonia showed a fall in blood pressure 
after the first 35 minutes of inhalation. The pulse rate 
remained constant. No attempt was made to explain 
the mechanism of absorption of ammonia by the blood. 
Vera Winterton 


66. Concerning the Inability of 2,3-Dithiopropanol 
(BAL) to Prevent or to Modify the Acute Renal Injury 
Induced by Uranium Nitrate 

W. DE B. MaAcNiper, J. C. Trott, and M. D. Bruce. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 94, 262-273, Nov., 1948. 4 figs., 17 refs. 


This study was prompted by two considerations: (1) 
the nephrotoxic action of uranium nitrate is very similar 
to that of mercuric chloride; (2) treatment with 2 : 3- 
dithiopropanol (BAL) can prevent or relieve such injury 
from mercury. 

The authors first showed that doses of 15 mg. of BAL 
per kg. may be given to dogs at 12-hour intervals over a 
period of 4 days without producing any demonstrable 
impairment of renal tubules. Next they confirmed that. 
uranium nitrate, when given subcutaneously in a dose of 
4 mg. per kg., induces a characteristic type of renal injury, 
one which is very largely confined to the proximal con- 
volution of the renal tubules. The effect of BAL on 
the course of uranium intoxication was then studied in 
three sets of experiments, for each of which 5 dogs were 
used. BAL was administered as above (a) before, (5) 
after, and (c) both before and after the test dose of 
uranium nitrate. It was found that treatment with BAL, 
so far from antagonizing the nephrotoxic action of 
uranium, invariably increased it. Not only was the 
selective action of the uranium on the proximal con- 
voluted tubules more severe, but also other segments of 
the nephron were involved and there developed a super- 
imposed vasculag injury. 

It is pointed out that Gilman and his associates (J. 
Pharmacol., 1946, 87, 97) have made a similar observation 
in their studies of the influence of dithiols in cadmium 
poisoning; BAL enhances the toxicity for the kidney of 
this metal too. F. N. Fastier 


67. Effects of Organic Arsenicals on Enzyme Systems 


J. J. GorDoN and J. H. Quastet. Biochemical Journal 
[Biochem. J.] 42, 337-350, 1948. 9 figs., 27 refs. 


Urease is highly sensitive to tervalent arsenicals— 
phenyl-arsenoxide, m-amino-p-hydroxyphenylarsenoxide, 
p-acetamidophenylarsenoxide, and m-acetamido-p- 
carboxyphenylarsenoxide. It is also inhibited by the 


condensation products between phenylarsenoxide and 
thioglycollate, and by the reduced forms of “‘ atoxyl ” 
and tryparsamide. All these effects are generally greater 
than those produced by sodium arsenite at equivalent 
concentrations; the effects of sodium arsenite are, 
however, greater than those of “ stabilarsan ”’, which is 
arsphenamine diglucoside. The toxicity of arsenoxides 
is reduced and may be eliminated by addition of excess 
of thiols such as cysteine or glutathione, or of proteins 
that compete with urease for the arsenoxides. Quinque- 
valent arsenicals (“‘ atoxyl”’’, tryparsamide) show little 
toxicity to urease until they are reduced. Urease is 
almost certainly a thiol enzyme. 

Cholinesterase is similarly affected by arsenoxides; so 
also are choline dehydrogenase and pyruvic acid oxidase 
and lactate oxidases and glucose oxidases in brain tissue. 
All are probably thiol enzymes. Lactic dehydrogenase, 
cytochrome oxidase, catalase, and invertase are relatively 
unaffected by arsenoxides, and are presumably, therefore, 
not thiol enzymes. Succinate protects succinic dehydro- 
genase from arsenoxides; choline protects choline 
dehydrogenase to some extent; urea does not protect 
urease. 

The authors recommend “ mapharside’’ (oxophen- 
arsine hydrochloride, U.S.P.) as a useful tervalent 
arsenical for the detection of thiol enzymes. 

C. L. Oakley 


68. Experimental Intoxication with Selenium. (In- 
tossicazione sperimentale da selenio) 

C. A. Vesce. Folia Medica [Folia med., Napoli] 31, 
415-426, Nov., 1948. 3 figs., 12 refs. 


The author refers to his previous work on the effect of 
selenium poisoning on the endocrine glands. The litera- 
ture on this subject deals particularly with the disorders. 
noted in persons living in areas rich in selenium com- 
pounds. The halides of selenium and also SeOz, SeOs, 
H,SeO, and H,SeO, are particularly dangerous to man, 
either by inhalation of dust and vapours or by cutaneous 
absorption. 

In industrial cases poisoning is generally acute whereas. 
in the endemic areas the effects are gradual. Irritation 
of the skin and mucosae, loss of the sense of smell, and 
irritation of the respiratory and alimentary tract are 
frequently mentioned in the literature. It is evident that 
the physical injury resulting from exposure to selenium is 
generalized. The author is particularly interested in the 
action on the nervous system and the endocrines. De- 
generative changes are recorded in the liver and kidney, 
and in the reticulo-endothelial system of the spleen 
hypertrophic changes have been observed. Experiments 
were made on 5 dogs and 5 guinea-pigs, which were 
given sodium selenide by mouth. The former received 
a solution. of 1 mg. in 20 ml. of water and the latter 1 mg. 
in 100 ml., dosage varying with weight and 0-5 mg. being 
given per kilo on the first day; this dose was increased in 
stages. Some of the animals were finally killed, others 
died between the 40th and 70th days. Progressive 
asthenia, loss of weight and appetite, vomiting, and 
occasional irritability were noted before death. 

At necropsy on the guinea-pigs and dogs some pul- 
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monary infarcts were seen. The hearts of the guinea- 
pigs were of abnormal colour and texture, but in the dogs 
no cardiac changes were seen. Three out of the 5 guinea- 
pigs had ulcers on the smaller curvature of the stomach, 
but the dogs were not thus affected. In all the animals 
there was some inflammation of the remaining alimentary 
tract. Fatty degeneration and cloudy swelling were seen 
in the liver of the guinea-pigs and in the dogs the organ 
was enlarged and more firm than usual, while the connec- 
tive tissue was increased. Some congestive or degenera- 
tive changes were present in the spleen and kidneys of 
most of the animals. The microscopical changes tallied 
with the macroscopical and agree with those described 
by Dudley. G. C. Pether 


69. Methyl Chloride Intoxication. 
le chlorure de méthyle) 

L. RocueE and J. Boucuet. Archives des Maladies Pro- 
fessionnelles [Arch. Mal. prof.) 9, 406-413, 1948. 4 refs. 


Methyl chloride poisoning generally develops after a 
few hours and this free interval is of diagnostic import- 
ance. Digestive symptoms are usual and include nausea, 
vomiting, and intestinal disturbance such as diarrhoea, 
but the nervous symptoms are most serious. Vertigo, 
somnolence, and ataxia may be observed; headaches are 
common. Convulsions and epileptiform attacks are of 
grave import and generally precede or accompany coma. 


(L’intoxication par 


' The minor nervous manifestations usually occur when 


exposure is nearly finished and disappear in a few hours. 
Asthenia is not uncommon after mild poisoning. 
Moderate degrees of poisoning with somnolence, in- 
somnia, and headache, or confusion are commonest. 
There may be visual disturbance with diplopia or difficulty 
of accommodation. The gait may be uncertain and the 
tendon reflexes brisk without other signs of pyramidal 
involvement. When symptoms of such gravity develop 
some days may elapse before they disappear. If vomiting 
and diarrhoea are severe, dehydration may be consider- 
able. If coma also has developed the prognosis is grave; 
fever and albuminuria preceding anuria may presage 
death. 

Some forms of poisoning may resemble epidemic en- 
cephalitis with hiccup, drowsiness, choreiform move- 
ments, and visual disturbance. Improvement is gradual 
but some amnesia, insomnia, or irritability may persist. 
Diagnosis may be extremely difficult in the absence of an 
adequate history. Foodstuffs kept in cold chambers in 
which methyl chloride is the freezing agent may be 
accidentally contaminated and poisoning may result. If 
exposure to fumes is intermittent it may not be dangerous 
provided that the period of non-exposure is sufficient and 
regular in occurrence. It is thought that the nervous 
symptoms are due to a capillary vasodilatation and 
general vasomotor disturbance. Some individuals have 
an inherited predisposition to poisoning with methyl 
chloride. Some authors suggest that the compound 
breaks up and that free methyl alcohol is liberated but no 
damage to the ocular nerve has been observed. 

The odour of methyl chloride is slight, so that heavy 
concentrations may be present without detection. A 
special lamp may be used for its detection, since the 
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vapour burns with a bluish-green colour. Normally the 
lamp burns with a pale bluish colour but methyl chloride _ 
vapour makes the flame more blue or blue-green. Safety 
engineers sometimes add more pungent substances to 
methyl chloride as a precaution, or irritants such as 
acrolein. Treatment of poisoning is symptomatic. 
Oxygen, alkalis, and cardiac stimulants are required and 
dehydration should receive special attention. If seda- 


. tives are needed then potassium bromide is advised but 


never chloral or bromoform. G. C. Pether 


BLOOD TRANSFUSION 


70. Anti-A and Anti-B Isoagglutinin Titers in Rh- 
immunized Pregnant Women 

O. J. BRENDEMOEN and C. BRENDEMOEN. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 33, 
1089-1093, Sept., 1948. 8 refs. 


Among 25,000 samples of sera obtained from women in 
the last 2 months of pregnancy, 87 were found to contain 
Rh antibody. The blood grouping of the 87 cases was 
found to be: group A, 45; group O, 34; group B, 5; 
and group AB, 3. “ The distribution of the anti-Rh- 
containing sera to the ABO and MN systems was within 
normal limits.”” [No MN typing results are quoted.] 
The anti-Rh (D) titres were determined by means of both 
saline and serum diluents. When a serum diluent was 
used the anti-D titre in those sera which contained a 
mixture of antibodies was significantly higher than the 
titre in saline, but with simple anti-D sera the differences 
were not significant. The anti-B titres of those patients 
whose blood was of group A or O were significantly 
lower than the anti-B titres of Rh-positive women or 
Rh-negative women without Rh antibodies. There was 
no significant difference between the anti-A titres of the 
patients with groups O and B blood and the controls. 

John F. Loutit 


71. Influence of ABO Incompatibility on Rh Anta- 
gonism. (L’influence de Il’incompatibilité du systéme 
ABO sur l’antagonisme Rh) 

J. J. vAN LoGHEM and J. SPAANDER. Revue d’Hémato- 
logie [Rev. Hémat.] 3, 276-286, 1948. 10 refs. 


In this investigation 240 families in which haemolytic 
disease of the newborn due to the Rh factor had occurred 
were studied; the frequency of matings between partners 
of different ABO groups was compared with that 
expected on the basis of random mating. The propor- 
tion of families in which the father possessed the A or B 
antigen when it was absent from the mother was signifi- 
cantly smaller than that expected on the hypothesis of 
random mating. 

A further 323 couples who gave a history of repeated 
miscarriages, stillbirths, or premature deliveries, but in 
whom Rh incompatibility was not present, were also 
studied. In 155 cases (48%) the father possessed the A 
or B antigen when this was absent from the mother, 
whereas on the hypothesis of random mating this should 
occur in only 113 cases (35%). These results suggest 
that ABO incompatibility may cause death of the foetus 
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when it is too young to be affected by Rh incompatibility. 
This hypothesis is supported by study of a further 184 
families, in 69 of which haemolytic disease of the new- 
born due to Rh incompatibility was accompanied by 
ABO incompatibility. In this group of 69 families, in 
which 282 pregnancies occurred, there were 49 mis- 
carriages (17-3%), compared with 38 miscarriages (6-9%) 
in the 546 pregnancies which occurred in the 115 matings 
in which ABO incompatibility was not present. 
G. Discombe 


72. The Rh Antigen DY 

R. R. Race, R. SANGER, and §. D. LAWLER. Annals of 
Eugenics [Ann. Eugen., Camb.] 14, 171-184, Nov., 1948. 
4 figs., 17 refs. 


A detailed description is given of the results of examina- 
tion of 28 D® bloods with a collection of anti-D and DY 
sera. It was possible to recognize 12 different types of 
D", some differing only slightly from others. The 
evidence suggests that the minor variations in the D¥ 
genes are inherjitable, and have arisen as a graduated 
series of mutations from D. An odd case is quoted 
where one member of a family differs from three others in 
the way D? is inherited. 

The reactions given by the 28 samples of D"® blood 
tested are summarized as follows: D"d red cells in saline 
are agglutinated by some anti-D sera (perhaps always 
less strongly than Dd), but are not agglutinated by other 
anti-D sera. Dd red cells in albumin are usually agglu- 
tinated by anti-D, and are sensitized for the antiglobulin 
test by the great majority of incomplete anti-D sera; 
they are usually not agglutinated in albumin by in- 
complete anti-D. Dd red cells are often, but not 
always, sensitized for the antiglobulin test by an anti-D 
serum which does not agglutinate them in saline; this is 
possibly due to the presence of incomplete anti-D. 
Dd cells treated with anti-D serum on elution give up 
anti-D, and are efficient in removing anti-Rh agglutinin 
from an anti-D serum which agglutinates the D® cells in 
question. 

In spite of this complicated picture, there should be no 
difficulty in the recognition of D¥. If suspected cells 
give a negative antiglobulin test with two strong incom- 
plete anti-D sera, the authors consider that the cells are 
not D®, but dd. 

[It is impossible to do justice to this excellent work in a 
short summary.] John Murray 


73. A Serum which Demonstrates the Co-dominance 
of the Blood-group Gene O with A and B 

K. E. Boorman, B. E. Dopp, and B. E. GitBey. Annals 
of Eugenics [Ann. Eugen., Camb.] 14, 201-208, Nov., 
1948. 1 fig., 15 refs. 


The reactions of the serum of a group-A Rh-positive 
expectant mother are described. This serum agglutinated 
all blood containing O and A, and exhibited a dosage 
phenomenon. Thus, OO, OAs, and A,Az, cells were 
clumped far more strongly than A,O, A,A 9, A,B, or 
BO. A group of 500 random blood samples tested with 
anti-A, anti-A,, and anti-B sera were examined with the 


new serum, which proved the presence of O or Ag, with 
accuracy. Since this serum reacted specifically with O 
or Ag, the authors suggest that the blood agglutinogens 
are double antigens and may be determined by pairs of 
linked genes; thus O, Ag, and A, are really OO, AO, and 
AA,, and this antiserum is a true anti-O, detecting the 
presence of O substance. 

The authors consider that if this suggestion is true, 
then the fact that antibodies to A, contain anti-A and 
anti-A, is explained. Further, it is possible that the few 
known examples of exceptions to the rules of inheritance 
may be explained by mutation back and forth in either 
direction; thus OO=AO=AA,. They also draw a 
comparison between the behaviour of true anti-O sera 
and the cattle sera previously thought by many to be 
anti-O. These cattle sera are now called anti-H, since 
they detect the factor H of Hirszfeld, from which it is 
suggested factors A and B may have arisen by mutation. 
The progressive mutation theory of Hirszfeld may be 
combined with the present authors’ “‘ double antigen” 
theory, and a simple diagram is given to show how this 
may occur. 

[The authors are to be congratulated on their ingenious 
hypothesis, which fits so well with the accepted facts.] 

John Murray 


74. The Very Rare Rh Genotype Ryr (CdE/cde) in a 
Case of Erythroblastosis Foetalis 

C. VAN DEN BoscH. Nature [Nature, Lond.| 162, 781, 
Nov. 13, 1948. 10 refs. 


In this paper is reported the finding of the first un- 
equivocal example of the Rh chromosome CdE, or Ry, 
which completes the practical verification of all the 
predictions concerning the Rh blood groups made by 
Fisher in 1944. The following family was investigated 
because some of the third-generation children suffered 
from erythroblastosis foetalis. The chromosome combi- 
nations are peculiarly happy ones for the revealing of 
CdE. The grandfather was CDe/cde and the grand- 
mother CdE/cde. Their children were: (1) cde/cde; 
(2) CDe/CdE; (3) cde/cde; (4) CdE/cde; and (5) 
CDe/cde. The husband of the fourth child was Rh- 
positive [must have been CDe/cde], and their children: 
(1) CDe/CdE; (2) CDe/CdE; (3) CdE/cde; (4) CDe/ 
CdE. 

[The author’s investigation of this Louvain family ends 
in a most satisfying way the search, which has now been 
going on for four years and in many parts of the world, 
for the CdE chromosome of Fisher.] R. R. Race 


75. Exchange Transfusion in Haemolytic Disease of the 
Newborn 

P. L. MOLLISON and M. CutsusH. Lancet [Lancet] 2, 
522-527, Oct. 2, 1948. 1 fig., 15 refs. 


From a total of 63 cases of erythroblastosis foetalis 
a group of 30 infants was selected for treatment with 
exchange transfusion because either the haemoglobin 
percentage was below the normal range or the icterus 
index was above the upper normal limit; in some in- 
stances both criteria for the assessment of severity of 
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haemolysis were fulfilled. Transfusion was performed 
within 38 hours of birth, a transparent plastic catheter to 
which a syringe with a two-way fitting was connected 
being passed up the umbilical vein. The technique was 
to withdraw 20 ml. of the infant’s blood from the umbili- 
cal vein, reverse the two-way fitting, and then replace 
the blood withdrawn by an equal volume of Rh-negative 
blood, concentrated by the removal of citrate-plasma to 
contain 5,000,000 to 6,000,000 red cells perc.mm. The 
withdrawal and replacement were performed repeatedly 
until 350 to 450 ml. had been transfused into the infant. 
Finally, provided the infant’s circulation was not over- 
loaded, an extra 50 ml. of donor’s blood was added to the 
infant’s blood volume. The results were satisfactory; 
only 7 infants died after transfusion, the condition of 4 of 
these being critical at birth. 

The exchange transfusion is advocated in infants with 
erythroblastosis foetalis when the following conditions 
are present: (1) the haemoglobin content of the blood is 
below 14-5 g. per 100 ml.; (2) the cord blood contains 
more than 4 mg. per 100 ml. bilirubin; and (3) the stained 
blood film showed more than 10 primitive red cells per 
100 white cells. 

Since the cause of tissue damage in severe cases of 
haemolytic disease of the newborn is not clear but 
appears to depend, in some way, upon the rate of red cell 
destruction in the first days of life, it is desirable to 
minimize the erythrocyte breakdown by replacing the 
infant’s Rh-positive blood with Rh-negative blood. 
The exchange transfusion offers a method whereby this 
may be accomplished without overloading the infant’s 
circulation and yet providing it with a concentration of 
Rh-negative cells, in a single operation, sufficient to 
obviate the need for further transfusion later. At the 
same time the haemoglobin level can be satisfactorily 
raised by introducing concentrated red cells. Details 
are given of the percentages of cells removed and replaced 
when this technique is used; the rate of destruction of the 
transfused cells is discussed. Two typical case histories 
and a table of clinical results in the whole series of 63 
cases are also given. H. Payling Wright 


76. Despeciated Bovine Serum 
D. Annis. Lancet [Lancet] 2, 609-610, Oct. 16, 1948. 
2 figs., 8 refs. 


Although despeciated serum (serum to which formol 
and ammonia have been added and which is then heated 
to 72° C.) has been used clinically and for experimental 
injection into animals without ill effect, there is still some 
doubt about the freedom of this serum from toxic and 
anaphylactogenic properties. It has also been claimed 
that the processing reduces the osmotic tension by 50%. 
Heat is apparently the important despeciating factor, as 
the formalin prevents the heat from coagulating the 
protein. Because the chemistry of formol proteins is 
little understood the author added instead of formol 
enough sodium hydroxide to bring the pH to 9-0. The 
subsequent heating of the alkaline serum did not cause 
coagulation, but it did destroy its power of agglutinating 
and haemolysing human red cells. The despeciated 
serum was analysed electrophoretically and by ultra- 


centrifuge at the Lister Institute. Both methods showed 
that a large amount of abnormal component was present. 
The osmotic pressure was only one-fifth of that of the 
original serum. It was shown that the method did not 
completely remove the anaphylactogenic agent from the 
bovine serum. Moreover, despeciated serum prepared 
by the formol-ammonia—heat method was also ana- 
phylactogenic. 

It was concluded that the formalin as well as heat 
played a part in the despeciation of the serum, but that 
the despeciation was not complete. John F. Loutit 
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77. Laboratory Evaluation of DDT Residual Effective- 
ness Against House Flies, Musca domestica 

R. W. Fay, A. J. BUCKNER, and S. W. SIMMoNs. 
American Journal of Tropical Medicine [Amer. J. trop. 
Med.] 28, 877-887, Nov., 1948. 6 figs., 6 refs. 


It has been proved by earlier workers that house flies 
and mosquitoes are not equally susceptible to residual 
DDT. In previous communications the senior author 
and some of his colleagues showed that when Anopheles 
quadrimaculatus was exposed to residues of DDT below 
100 mg. per sq. ft. (approximately 1 g. per sq. m.) the 
resultant kill was not satisfactory and that, whereas 
200 mg. per sq. ft. produced a satisfactory kill of both 
sexes, deposits of 300 and 400 mg. did not give sufficiently 
better results to be economically feasible. In addition, 
while working with the same species, they demonstrated 
that female mosquitoes were more resistant to DDT than 
were the males. In the present study of the effectiveness 
of DDT against Musca domestica, it was found that the 
optimum practical dosage against both sexes was between 
100 and 200 mg. per sq. ft. of sprayed surface and that, 
as in the case of the mosquito, the male was more sus- 
ceptible than the female. A 2-5% DDT emulsion was 
more effective, particularly under conditions of rain 
exposure, than a similar concentration as a water- 
wettable suspension. Spraying paper, plywood, and 
rough wooden surfaces with 2:5%, 5%, and 10% DDT 
showed that the concentration of DDT in the emulsion 
spray was a less important factor than was the type of 
surface treated. R. M. Gordon 


78. Notes on Certain Aspects of the Action of DDT 
Residual Sprays, and on the Partial Treatment of Dwellings 
as a Means of Anti-anopheline Protection 

S. GEBERT. Transactions of the Royal Society of Tropical 
Medicine and Hygiene [Trans. R. Soc. trop. Med. Hyg.] 


42, 295-297, Nov., 1948. 1 ref. 


In a previous paper (Tonking and Gebert, Medical and 
Health Department, Mauritius, Central Laboratory 
Publication, 1947, No. 40), it was shown that hut popula- 
tions of Anopheles funestus varying between 6 and 839 
were reduced to nil within 8 weeks of the application on 
3 occasions of DDT, at concentrations respectively of 
178, 112, and 150 mg. per sq. foot (0-09 sq.m.), and that 
the malaria parasite index in the general population in the 
area was lowered by two-thirds, and the parasite index 
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in children by one-half. The surveys brought to light 
the fact that, although 12,056 anophelines were obtained 
by hand-catching and by knock-downs before the 
application of DDT, not a single dead mosquito was 
found afterwards. In view of these findings, and of 
certain other observations referred to in the paper, the 
author considers it possible that the anophelines were 
being prevented from entering the sprayed houses by the 
repellent action of the DDT. In order to test this theory, 
5 huts in a settlement lying just outside the previously 
treated area were chosen for an experiment. These 
huts were of a primitive type, poorly lighted, and greatly 
favoured by anophelines. A survey, made before 
spraying the 40 huts forming the settlement, gave a total 
of 8,885 A. funestus and 177 A. gambiae. 

“* In the experiment, huts 13 to 17, which produced the 
greatest numbers of anophelines, were chosen. Hut 13 
had only one end wall and the roof above it sprayed. 
Hut 14 was kept asacontrol. In Hut 15, one-half of one 
long side was covered at one end in one room, as well as 
the other half of the opposite side at the other end in the 
other room. Hut 16 had the end walls painted, as well 
as a partition in the middle. In Hut 17 the whole of one 
side wall and the roof above it were sprayed. Periodical 
knock-downs were then made afterwards, with the follow- 
ing results. 


Hut 13| Hut 14/| Hut 15| Hut 16| Hut 17 
(Con- 
trol) 
Before spraying: 
A, pba oe -. | 469 121 1,452 | 401 151 
A.gambiae ... .. 4 + 3 3 1 
Culex fatigans = 19 6 25 14 6 
10 days after s ing: 
A. Nil 133 Nil Nil Nil 
36 days after spraying: 
A. gambiae oe * ” 1 ” ” ” 
C. fatigans .. 0 ” 
50 days after spraying: , 
A. funestus .. 12 
A. gambiae oe - ” 1 ” ” ” 
Cc. fatigans ” 0 ” ” ” 


A 46% solution of DDT in kerosene was used. 


** It will be seen from the above table that the treatment 
of only one wall out of four in the rooms of hut 15 has 
been sufficient to bring down the number of anophelines 
from 1,455 to nil, and that the rooms continue to be 
anopheline-free 50 days after treatment. The same 
conditions obtain in the other huts”. R.M. Gordon 


79. The Duration of Residual Effect of DDT Sprays 
on Building Materials Used in Rural Venezuela 

M. Maier, R. C. RENDTORFF, and M. SUAREZ. American 
Journal of Tropical Medicine [Amer. J. trop. Med.} 28, 
889-894, Nov., 1948. 2 refs. 


The rural houses in the tropical regions of Venezuela 
are usually made of adobe (sun-dried mud or clay), 
bahareque (sun-dried mud or clay mixed with straw), 


encalado (adobe with a coating of lime and water similar 
to whitewash), gamelote (thatching of a coarse, flat- 
leafed grass), and paja de cerro (thatching of fine, round- 
leafed grass). ‘Wooden frames were filled with the dif- 
ferent materials mentioned above and the 20x20 cm. 
blocks thus formed were sprayed with one of the follow- 
ing: (1) 5% suspension in water of DDT 50% wettable 
powder; (2) emulsion in water of a xylene—“ triton 
X-100 ’”” DDT concentrate; (3) 2°5% solution of techni- 
cal grade DDT in refined kerosene. The finished spray 
used in each case had a final concentration of 2-5% DDT. 
Tests of the residual effect of these sprayings were carried 
out with engorged female mosquitoes (both anophelines 
and culicines of various species) collected from animal 
bait traps previously placed in nearby rice fields. The 
mosquitoes were confined under a petri dish and exposed 
to the treated surfaces for periods of 15 minutes or 4 
hours. The authors summarize their results as follows: 

** Blocks of five building materials commonly used iin 
rural homes in Venezuela were sprayed with DDT sus- 
pension, emulsion, or solution at 1 g. per sq. m. (approxi- 
mately 100 mg. per sq. ft.). Tests of residual effect were 
made at intervals with wild-caught mosquitoes. A test 


- employing a 4-hour period of exposure was not suffi- 


ciently sensitive to demonstrate differences in effective- 
ness of the various surfaces and sprays. It showed, 
however, that with all types of spray the most consistent 
mosquito kills were obtained on encalado (a whitewashed 
surface), and that the residual effect of the DDT was more 
lasting on this material than on the other substances 
tested. Of the mosquitoes applied to an encalado 
surface 10 months after spraying, 100% were killed. 
On the other surfaces good kills (72 to 100%) were 
obtained 9 months after spraying. Tests with a 15- 
minute period of exposure showed that suspension of 
DDT wettable powder gave far more effective residuals 
on the solid materials than were produced by emulsion 
or solution of DDT. Solution was also inferior in the 
case of the thatching materials; emulsion gave a better 
residual on these than on the solid surfaces, but was in 
general inferior to suspension. Of the five types of 
surface on which effective residuals were produced 
by DDT suspension, encalado was the one on 
which the residuals gave good kills for the longest 
period of time (94% mortality at 4-5 months). The 
two thatching materials showed good residual effect 
at 3 and 4 months respectively. On adobe and bahareque 
the residual effect was good at 1 month and poor at 
3 months. In view of the meagre information relative 
to the length of exposure of mosquitoes to sprayed sur- 
faces under natural conditions, it is suggested that in 
order to obtain a high percentage of kills of mosquitoes 
entering rural Venezuelan houses, it would be necessary 
to spray with a suspension of DDT wettable powder 
(1 g. per sq. m.) every 3 months during the season of 
malaria transmission.” [The percentages of mosquitoes 
dying after respectively 15 minutes’ and 4 hours’ exposure 
to suspensions, emulsions, or solutions of DDT, pre- 
viously sprayed on the five different materials which were 
treated, are set out in the respective tables, but no 
mention appears to be made of the numbers or species of 
mosquitoes used in the tests.] R. M. Gordon 
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80. The Modern Approach to Juvenile Delinquency: 
Observation Centres 

A. KENNEDY. Journal of Mental Science [J. ment. Sci.] 
94, 283-304, April, 1948. 28 refs. 


After a brief historical review of the relation between 
the psychiatrist and the courts, the author discusses the 
causes of juvenile delinquency. The constitutional 
factors and the importance of assessing the existence of 
mental retardation or defect as early as possible are duly 
stressed. By carefully investigating each individual 
case, it is possible to discover the presence of factors 
which can be influenced by social means. Such factors 
often include unsuitable school work, overcrowding, 
neglect, bad companions, encouragement in crime, 
discord between parents or siblings, and psychoneurosis 
in parents. The help of the psychiatrist is required when 
the child first comes in contact with the law and much can 
be done at this stage in the way of explanation and 
reassurance, which may in fact reduce the need for 
psychotherapy at a later date. 

More information is required on the effects of dif- 
ferent kinds of treatment and the relation of delinquency 
to intelligence, physique, family history, and psycho- 
pathology. There seems to be the need for a thorough 
investigation with a follow-up study of the delinquent in 
his subsequent career to ascertain whether he has become 
a useful member of society or whether he has just learned 
to avoid open conflicts with society: In the light of our 
present knowledge cases of delinquency can be divided 
into 3 groups. A large group consists of cases in which 
the offence was an isolated incident and where only 
minor adjustments of environmental difficulties need to 
be made. In a second group delinquency is the result 
of ill-adjusted attitudes towards society. Active treat- 
ment is required here in the social, educational, and 
psychotherapeutic spheres. The last group comprises 
those individuals who cannot be socialized and who 
tepresent the greatest danger to others. 

In order to investigate the possibility of modifying the 
existing methods, a temporary team was formed for the 
examination of all cases passing through a remand home 
during a period. It was concluded that the majority of 
children coming before a Juvenile Court would benefit 
from a planned investigation of their cases and that any 
treatment necessary should be carried out at the earliest 
opportunity. The establishment of observation centres 
seems to be the only effective way of securing a scientific 
understanding of juvenile delinquency. The centres 
should be located fairly close to the remand home and 
should form part of the Mental Health Scheme. Twenty 
places per million of population would be required and 
not more than 30 boys and 10 girls should be accommo- 
dated in the centre, where the average stay would be 
from 2 weeks up to 3 months. Close contacts should be 
maintained with all the child welfare organizations and 
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the centre should be linked to a university. All available 
information about a child could be collected at the centre, 
where medical and psychiatric examination, as well as the 
observation of the children at school and at play, could be 
carried out. Compilation of records, follow-up reports, 
and reports for the court would form part of the work 
of the centre. [The cost of such a centre would un- 
doubtedly be greater than that of a remand home but, if 
the author’s view on the importance of learning to deal 
with juvenile delinquency in order to take preventive 
measures is shared, the service provided would no doubt 
be worth the expense.] A, Limentani 


81. The Rorschach Test in Delinquents. (O psico- 
diagnéstico de Rorschach em delinquentes) 

G. Loreto and A. Ferraz. Neurobiologia (Neuro- 
biologia, Recife] 11, 364-378, Dec., 1948. 22 refs. 


82. Death from Cold 
K. F. M. Utriey. New Zealand Medical Journal 
[N.Z. med. J.] 47, 427-434, Oct., 1948. 28 refs. 


The author describes the post-mortem findings in the 
case of 3 girls who died from cold while on a walking tour 
in the New Zealand hills. The examinations were made 
60 hours after death. There was pinkish mottling of the 
legs and forearms, with pronounced swelling of the parts, 
which were doughy but did not pit on pressure. The fat 
was very firm. In each pericardial cavity there was 
100 ml. of serous fluid. The blood was brighter red than 
usual. There were numerous solid dark red masses, 
? inch to 14 inches (1-8 to 3-6 cm.) in diameter, in the 
lungs. Around the lower pole of one adrenal in each 
case there was a haemorrhage in the retroperitoneal fat. 
Microscopical examination proved that the dark masses 
in the lungs were infarcts. The small vessels in the 
internal organs and the retroperitoneal fat were con- 
gested, but the skin and subcutaneous fat were practically 
bloodless, and the spleen appeared to be less congested 
than the other organs. In various organs the blood 
vessels, ranging from capillary size to a diameter of about 
100 yz, showed striking changes. The red blood cells 
were tightly packed in the vessels and some of them 
stained poorly. In a number of the smaller vessels there 
were eosinophilic hyaline masses which had shrunk away 
from the vessel walls. These were particularly obvious 
in the inner zone of the adrenal cortex. There were two 
small haemorrhages into the lining of the stomach. A 
number of portions of striated muscle, both from limbs 
and from the abdominal wall, were examined, but the 
microscopical sections were useless. This could not be 
explained, as the other tissues were well preserved. The 
author describes the vascular changes which occur at 
various temperatures, and emphasizes that what happens 
to the tissues depends on the time they are exposed to any 
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given temperature. If the critical time-temperature level 
is not exceeded the tissues become normal after return 
to normal surroundings; if it is exceeded, then local 
lesions occur or death results. If the chilling has been 
severe enough, the minute vessels show an increased 
permeability, plasma passes through the wall, and the 
red cells are left tightly packed in the vessel, forming a 
mechanical obstruction to further flow of blood. This in 
turn produces anoxaemia and tissue damage. If the 
patient survives, various local lesions—such as degenera- 
tion of the cells in the vessel walls, foci of cellular and 
intercellular oedema in the skin, degeneration of the 
sweat glands, muscle necrosis, and degeneration of nerves 
—result from the circulatory upset. 

The author reviews the experimental work on the 
cause of death from exposure. Death is thought to be 
due to decreased dissociation of oxygen at low tempera- 
tures and diminished capacity of the tissues for utilizing 
oxygen. Other suggestions made are that death may be 
due to shock, damage to the central nervous system, or 
the direct effect of cold on the heart. It is suggested that 
cold alone may not be a sufficient explanation, but that 
additional factors—such as humidity, wind, snow, old 
age, hunger, disease, injury, excessive consumption of 
alcohol, lowered morale, and exhaustion—may be 
important. This review indicates that the proximate 
cause of death from exposure is still unknown. 

Gilbert Forbes 


83. 273 Cases of Attempted Suicide by Poisoning. 
(A propos de 273 tentatives de suicide par empoisonne- 
ment. ~Remarques statistiques et thérapeutiques) 

P. ANDEREGGEN. Revue Médicale de la Suisse Romande 
[Rev. méd. Suisse rom.] 68, 257-279, May 25, 1948. 
Bibliography. 


Since the beginning of the century the number of 
suicides in Switzerland has been about 1,000 per annum, 
that is, about 2% of all deaths. Nevertheless, while the 
number of deaths by suicide has remained remarkably 
stable, the number of attempts has increased fourfold 
during the last 25 years. The availability of illuminating 
gas and electricity, and the advertising of pharmaceutical 
preparations, have tended to modify the methods chosen 
by suicides. This paper is based on 273 cases of 
attempted suicide by poisoning treated in Geneva between 
1937 and 1947. In 52% of cases poisoning was by 
hypnotics and in 24% by coal gas. 

Every suicide attempt may be classed as serious or as 
theatrical. Thus shooting, hanging, or the act of 
throwing one’s self under a train or from a height in- 
dicates a firm suicidal intention, but determination is 
often lacking in poisoning with narcotics. Sometimes a 
serious attempt may misfire by accident, or a simulated 
attempt may prove fatal because of ignorance of the 
correct dose of the drug chosen. Shooting and hanging 
are selected by men in 53% of all suicides, as against 
11-8% in women. Women choose poison in 59% of 
cases. The greatest number of suicides in men takes 
place between the ages of 60 and 70 years, while in women 
the peak is between 50 and 60 years. Attempted suicides 
are most frequent between the ages of 30 and 40 years. 


The choice of a toxic substance varies with the historical 
period and is influenced by factors such as ease of 
purchase, knowledge of toxicity, and comments in the - 
press. The frequency with which any substance is used 
varies from one country to another. Caustics used 
to be frequently employed by the rural population, but 
have now been abandoned. The use of phosphorus 
and arsenic has also almost entirely disappeared. 
““ Lysol” has now been replaced largely by other dis- 
infectants, and hypnotics are tending to replace coal gas. 

The clinical picture of acute poisoning is very similar 
for all hypnotics. ‘* Veronal”, the best known of the 
barbiturates, is gradually being replaced by pheno- 
barbitone as the most frequently used hypnotic in 
poisoning. The author gives a useful table showing the 
therapeutic dose, fatal dose, and maximum tolerated dose 
of some common barbiturates. The course of acute 
barbiturate poisoning depends on a multitude of factors 
—the quantity and quality of the drug, the resistance of 
the patient, and the nature of the treatment. Apart 
from the general condition of the patient, age, resistance, 
habituation to hypnotics, the functioning of the organs 
of elimination, the state of the stomach, and the speed of 
absorption all play an important part. The stomach 
should be washed out up to 24 hours after ingestion, 
because tablets are sometimes found in the stomach 12 to 
15 hours after ingestion. Catheterization is also 
important. Diuresis should be encouraged by glucose- 
saline drip infusion. If anuria is complete, peritoneal 
irrigation is recommended. Lumbar puncture and 
venesection are of less importance and should be used 
with discretion. Picrotoxin is invaluable and _ the 


prognosis is improved by the use of sulphonamides and 


penicillin to prevent pneumonia. 

The immediate cause of death when a large amount 
of the drug has been absorbed quickly is central respira- 
tory paralysis. With slower absorption, death is from 
circulatory collapse. In less serious cases broncho- 
pneumonia and cardiac insufficiency are the main causes. 
The author places the patient in the Trendelenburg 
position until the stomach has been washed out; alter- 
nating the side on which the unconscious patient is 
lying tends to prevent hypostatic pneumonia. 

Suicid@ by coal-gas poisoning has become more rare 
during the last 10 years. The increase in the proportion 
of carbon monoxide in coal gas in Switzerland due to the 
war, from 8 to 24%, has led to more fatal accidents. 
Attention is drawn again to the after-effects of a small 
dose of carbon monoxide. The author considers it 
probable that disturbances such as insomnia, the 
Korsakoff and Parkinson syndromes, poor memory, 
myocardial changes, and disturbances in blood sugar 
level may be due to carbon monoxide intoxication, 
By rapid elimination of the carbon monoxide anoxaemia 
of the central nervous system and the danger of sequelae 
are avoided. Gilbert Forbes 


84. Poisoning and Suicide by Poisoning in a Psychiatric 
Reception Department. (Forgiftninger og Forgiftnings- 
selvmord pa en Psykiatrisk Modtageafdeling) 

P. WHINGAARD. Ugeskrift for Leger (Ugeskr. Leg.] 
111, 346-349, March 24, 1949. 
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85. The Role of Irradiation in the Management of 
Carcinoma of the Breast 

E. P. PENDERGRASS and D. KirsH. American Journal of 
Clinical Pathology {Amer. J. clin. Path.| 18, 767-778, 
Dec., 1948. 11 refs. 


The authors compare the results of treatment of 406 
cases of breast cancer between 1932 and 1939 with those 
in a previous series of 387 cases treated in the period 
1902 to 1931. All the cases in this analysis were 
“* staged ’’ by Steinthal’s method, but only because the 
authors were unaware of Portmann’s method, which they 
now consider superior to any other. Portmann’s 
method of staging is based on clinical and pathological 
data and provides also criteria of curability of breast 
cancer. 

After defining and commenting upon various terms and 
techniques (such as operability and inoperability, radical 
and simple resection, pre- and post-operative irradiation, 
various combinations of irradiation methods, types of 
recurrence and metastases) the authors describe their 
changes in technique in different periods from 1902 to 
1939. Irradiation was employed in the 1937-9 period 
only for inoperable, recurrent, or metastatic disease. 
Better selection of cases and improved technique are 
claimed as the main reasons for an increase in over-all 
5-year survival rate from 26% (before 1932) to 42% 
(1932-9). Statistical analysis by age groups of 350 cases 
operated upon revealed no significant differences. in, 
survival rates related to the age of the patient. In the 
1932-9 period 188 patients received post-operative 
irradiation while 162 did not, and the survival rates at 
5 years were 44% and 40% respectively. It is further 
claimed that analysis in relation to involvement of 
axillary nodes reveals no statistically significant dif- 
ference in survival of irradiated and non-irradiated 
patients. [The relevant table seems scarcely to justify 
such a conclusion. ] 


Irradiated 
No. 5 years alive 


Involved 
Not involved .. 
Not reported .. & 


Not irradiated 
No. 5 years alive 


35% | 35-25% 


1% 24 53% 
44% 33 55% 


It is also concluded that irradiation is useful in pre- 
venting local recurrences or distant metastases, though 
again the number of cases quoted is small and the 
material is not stated. In the 1932-9 period, 34 cases 
in all were treated by simple mastectomy followed by 
irradiation with a 53% survival at 5 years. The authors 
stress, however, the difficulties of being certain of axillary 
node involvement. The incidence of other diseases and 
of second tumours in their material is discussed. The 
effects of castration are described in only 38 cases. 
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In discussing their results, the authors admit that their 
Statistical valuation indicates either that irradiation 
yields no improvement or that with ‘* samples of the size 
considered here’’ improvement is not evident. [In 
several of the tables, the statistical value of results 
expressed is lost on account of the many subgroups and 
the small numbers of cases in each.] E. C. Easson 


86. Extravesical Radium Therapy in Cancer of the 
Bladder 

R. O. Warp. British Journal of Urology (Brit. J. Urol.] 
20, 191-202, Dec., 1948. 5 figs. 


A new technique of radium therapy of cancer of the 
bladder is described. After the abdomen is open, 
radium needles are inserted in the outer layers of the 
bladder wall, without cystotomy. Preliminary investiga- 
tion includes accurate cystoscopic examination and 
charfing of the position and size of the growth. At 
operation, with the help of this information and manual 
examination of the bladder wall, needles are inserted to 
cover the area uniformly. During and after the opera- 
tion cystoscopy is done to ensure that no needles pierce 
the bladder wall to the interior, otherwise leakage of 
urine might take place after their withdrawal. Radio- 
graphs are taken, and the radium distribution and dosage 
are checked by the physicist. The aim is to give an over- 
all dose of approximately 5,000 r. Each needle carries 
a copper wire; at the end of the operation the wires are 
brought out through the wound. The needles are 
removed and the abdomen is re-sutured in about 5 to 6 
days. 

The author describes 5 cases in which this method was 
employed; in 2, extensive growths disappeared, and the 
patients are free from symptoms 9 and 4 months after 
treatment. Death occurred in 2 cases; in one a large 
portion of growth within the bladder was destroyed but 
the extravesical part was little affected. J. Walter 


87. Radiation Therapy for Wilms’ Tumor of the 
Kidney 

S. C. ScuHencKk. Journal of Pediatrics [J. Pediat.) 33, 
734-738, Dec., 1948. 2 figs., 17 refs. 


Wilms’s tumor has been treated by five different 
methods: (1) Operation alone, as advocated by Ladd for 
removable tumours in the absence of metastases. (2) 
Operation and post-operative irradiation. This has 
been widely used, the object of the post-operative 
irradiation being to destroy malignant cells which 
have been inadvertently disseminated or left behind. 
(3) Pre-operative irradiation and operation. Pre-opera- 
tive irradiation will often reduce the size sufficiently for 
the tumour to be removed and will minimize the risks of 
local and widespread dissemination. (4) Pre-operative 
nd post-operative irradiation. This is the treatment of 
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choice to-day, the full advantages of both surgery and 
irradiation being obtained by this method. (5) Irradia- 
tion alone. This is advocated by Dean and Barringer 
who consider surgical removal too dangerous because of 
the tendency of the growth to metastasize. 

A full course of x-ray therapy lasting for 3 to 5 weeks 
is recommended; in order that the full effects may be 
obtained, operation should be delayed for from 4 to 6 
weeks after the completion of x-ray therapy. In the 
present series 4 patients were treated by method (4), 5 by 
method (5), and 8 by method (2). In this series from 
1930 to 1947, 17 patients were treated, 10 males and 7 
females, the youngest being 3 months and the oldest 
10: years old. All these children are dead, the longest 
survival period being 14 months and the average survival 
64 months. The conclusion is therefore drawn that the 
present management of this malady is deplorable. 
Although an occasional survival is reported in the litera- 
ture, the mortality is nearly 100%. Early diagnosis and 
adequate pre-operative and post-operative irradiation to 
the tumour bed offer the best possibilities. 

I. G. Williams 


88. Antihistamine Drugs and Radiation Sickness) °* 
W. M. C. BRown and R. B. Hunter. British Medical 
Journal (Brit. med. J.] 2, 984, Dec. 4, 1948. 11 refs. 


A controlled experiment was carried out to test the 
value of antihistamine drugs on radiation sickness, on the 
theory that histamine plays a part in production of this 
condition. All the patients were undergoing standardized 
post-operative x-ray therapy for breast carcinoma; 17 
were given “‘ anthisan”’ in doses of 0-6 to 1-0 g. daily, 
commencing 5 days before irradiation, 15 were given an 
inactive preparation of identical appearance, and 15 were 
given no preparation. The incidences of sickness in the 
3 groups were 94-1%, 66°6%, and 73-6%. Of the group 
receiving anthisan 5 developed a toxic erythema with 
severe constitutional symptoms during irradiation; this 
subsided rapidly on discontinuance of the drug. The 
investigation had, in fact, to be abandoned as many of the 
group on anthisan became so upset after irradiation 
started that treatment could be continued only after 
withdrawal of the drug. ’ 

It is concluded that anthisan is of no value in treatment 
of radiation sickness. On the contrary, it appeared to be 
positively harmful. It is suggested that liberation of 
histamine may play an important part in preserving the 
integrity of the organism, and antihistamine drugs may 
do harm by interfering with this protective ao 

J. Walter 
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89. Visualization of the Aorta and its Branches by 
Retroarterial Diodrast Injection 

T. H. BurForp and M. J. Carson. Journal of Pediatrics 
[J. Pediat.) 33, 675-687, Dec., 1948. 15 figs., 21 refs. 


The authors describe a technique of angiography 
which gives a good visualization of the root of the aorta, 


The left common carotid artery is exposed surgically, 
and 30 to 50 ml. of 70% diodone is introduced as rapidly 
as possible; the injection is made against the blood flow. 
The disturbance to respiration was found to be less than 
that which follows intravenous injection of the dye as 
performed in the more usual angiocardiography. The 
results in 2 cases of patent ductus arteriosus are described 
and illustrated. The first of these revealed the actual 
communication. Radiographs from 4 further cases of 
coarctation of the aorta are shown, in all of which very 
clear visualization of the aortic deformity and the 
collateral circulation was obtained. 

The authors regard this method as quite safe in children, 
but feel that there is some risk in the use of the carotid in 
adult cases. There were no complications in the 8 cases 
studied to date. A. M. Rackow 


90. Roentgenkymography of Respiration as a Method 
of Functional Diagnosis in Disturbances of Respiration 
and Circulation. Kak 
MeTOR YHKUHOHAIbHOM WHarHOCTHKM Hapyule- 
HHAX WbIXaHHA 

S. Y. KorMAN. Meguuuna [Klin. Med., 
Mosk.] 26, No. 11, 19-30, Nov., 1948. 7 figs. 


The author used multi-slit kymography in studying the 
working of the external respiratory apparatus, and finds 
that it gives a clear demonstration of such mechanisms, 
both in primary pulmonary disease and in cases with a 
background of cardiac insufficiency. His investigations 
include cases of pneumonia, emphysema, asthma, 
atelectasis, artificial pneumothorax and thoracoplasty, 
pleurisy with effusion, and mitral stenosis with hydro- 
thorax. 

He found that the normal excursions of the diaphragm 
amounted to about 1-7 cm. and of the ribs 0-6 cm. 
In lobar pneumonia these movements were all limited 
during the attack, returning to normal when complete 
resolution had taken place. In emphysema, the rib 
excursions were limited, but the diaphragmatic move- 
ments were increased. In bronchial asthma all move- 
ments were increased during the attack, especially those 
of the ribs. In atelectasis, movements of ribs and 
diaphragm on the affected side and of the ribs on the 
opposite side were limited, but those of the contralateral 
cupola of the diaphragm were much increased; this 
corresponded with the presence of emphysema on that 
side. After thoracoplasty, there was no rib movement 
on the side operated upon, and the diaphragm moved but 
little; on the opposite side, rib movement was normal, 
and the diaphragmatic excursions were increased. 
Much the same findings were obtained in pneumothorax. 

In pleurisy with effusion, and in hydrothorax due to 
cardiac decompensation, the diaphragmatic excursions 
on the affected side were much decreased (with depression 
of the cupola), while those of the opposite side were 
increased (with elevation of the cupola); the movements 
of the ribs were diminished on both sides, especially on 
the affected side. After evacuation of the fluid, the 
movement on the affected side increased while that on the 
contralateral side diminished to normal. In pleural 
effusion, movement of the ribs was diminished on the 
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affected side even after 6 weeks and there was a respira- 
tory arrhythmia, every third respiration in one case 
being smaller than the others. In cardiac disease, on the 
other hand, costal excursions were equally increased on 
both sides, returning to normal before the diaphragmatic 
movements. The same phenomena were observed in 
acute cardiac decompensation with ascites, namely, an 
increase in diaphragmatic and a decrease in costal 
excursions. With restoration of compensation and 
removal of the ascites, the costal excursions increased up 
to 100% while the diaphragmatic excursions diminished. 
This method enables the observer to study the develop- 
ment of structural and functional changes in the respira- 
tory and circulatory mechanisms in the course of disease; 
it is also of considerable value in differential diagnosis. 
The seven illustrations show the finding in typical cases 
of the diseases described. L. Firman-Edwards 


91. Epidural Introduction of “‘ Lipiodol *? by Catheter 
for Diagnostic Purposes. Preliminary Note. (Explora- 
tion lipiodolée épidurale par sonde. Note préliminaire) 
J. FoReEsTIER, A. SICARD, and D. CEconomos. Revue du 
Rhumatisme [Rev. Rhum.] 15, 246-249, Aug., 1948. 
6 figs. 


The authors describe a technique for the epidural 
injection of a contrast medium. They use “ disco- 
lipiodol *’, which is less viscous than other types of 
lipidol. The sacral sac is pierced with a trocar through 
which a ureteric catheter is introduced. The catheter is 
passed up the lumbar canal under screening control until 
the tip is at the level to be investigated. Up to 12 ml. of 
contrast medium is then injected. 

The cases so far investigated were suspected to be of 
herniated intervertebral disks. [No analysis of the 
results is given, but the authors seem encouraged by the 
method.] J. W. Bull 


92. The Radiology of Intestinal Obstruction in Children 
and Infants 

J. H. Mippiemiss. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 23, 247-253, Dec., 1948. 12 figs., 


4refs. 


The appearances of mechanical obstruction of the 
bowel are: (a) stasis, as shown by the presence of fluid 
levels; (6) distension of bowel by gas; and (c) absence 
of gas shadows, or the demonstration of collapsed bowel, 
distal to the obstruction. The site of the obstruction 
can be localized just distal to the most distal part of 
distended bowel. Fluid levels may occur in bowel due 
to other conditions. Of these the most important is 
inhibition ileus occurring as a postoperative complica- 
tion. In this, the small and large bowel are involved, 
either in one segment of the abdomen or throughout the 
whole abdomen, and the distension and fluid levels are 
not restricted to the proximal side of a block as in 
mechanical obstruction, but are distributed through the 
whole alimentary canal. 

In a paediatric department, or indeed in any hospital, 
the contributions which this technical procedure has to 
make as an aid to clinical diagnosis may be listed as 


follows: (a) it is essentially a time-saving factor, often 
enabling the establishment of earlier diagnosis and so 
providing for earlier surgical. treatment before acute 
obstruction develops; (5) it may provide a diagnosis in 
many cases in which the history and clinical signs and 
observation have failed to do so; this applies particularly 
to infants, and in many instances it may be the means of 
establishing a diagnosis when the alternative may be the 
spending of a further valuable 24 hours in clinical 
observation, which in turn may only lead to a delayed 
exploratory laparotomy; (c) it is especially helpful in 
the observation of postoperative distension, particularly 
after the fifth day, when the clinician is on the look-out 
for the possible development of mechanical obstruction 
as a postoperative complication.—[Author’s summary.] 


93. Relation of the Pathological and Radiological 
Pictures of Giant-cell Tumours of Bone. (Osservazioni 
sul confronto fra il quadro anatomico e il quadro 
radiologico dei tumori giganto-cellulari delle ossa) 

M. Piemonte and C. Sirtori. Radiologia Medica 
[Radiolog. med., Torino] 34, 809-822, Dec., 1948. 13 
figs., 20 refs. 


The authors admit the possibility of malignant de- 
generation, at least in part, of giant-cell tumours, and 
report 18 personal observations in confirmation of this 
assumption. The possibility of malignant degeneration 
of giant-cell tumours, and the fact that some osteo- 
sarcomata may histologically resemble giant-cell tumours, 
may give rise to both diagnostic and therapeutic un- 
certainties. The paper outlines those radiological 
features of the tumours which may help the radiologist 
in the differential diagnosis. A. Orley 


94. Radiological Study of the Pelvic Viscera in the 
Pregnant Woman. (Etude radiologique des viscéres 
pelviens chez la gestante) 

M. FourNiER. Comptes Rendus de la Société Frangaise 
de Gynécologie [C.R. Soc. frang. Gynéc.] 18, 202-217, 
Nov., 1948. 6 figs., 12 refs. 


The author studied the relations of the bladder, vagina, 
and rectum during the late stages of pregnancy and early 
in labour. He confirmed the very close apposition of the 
foetal head to the bladder wall by outlining the latter 
organ with an iodine compound introduced by catheter. 
A vesico-cephalic distance of more than 1 cm. should be 
regarded as pathognomonic of placenta praevia if the 
undue separation occurs in the central portion, or of a 
marginal placenta if the diastasis is situated more 
laterally. 

The rectum was clearly delineated by a small barium 
enema administered under gentle pressure. This 
procedure required immediate exposure of the films as 
otherwise the excess barium would leave the rectum and 
overflow into the more proximal portions of the large 
gut. To demonstrate the vagina at the same time a 
tampon soaked in an opaque substance is introduced as 
far as the fornices and the upper reaches of the vagina are 
well painted with the substance. Then the forceps and 
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tampon are removed. Infection or commencing dilata- 
tion of the os are contraindications. 

When carrying out these examinations the author was 
surprised to find that the vagina, instead of occupying a 
position behind the bladder, owing to the downward 
pressure of the foetal head came to lie below the bladder. 
In antero-posterior views the vagina had a triangular 
shape with its base uppermost at the level of the upper 
border of the pubic bone and its apex very clearly seen at 
the vulval orifice. On the lateral film the vagina pre- 
sented a drawn out S shape, which made it appear to be 
very long. The upper limb of the S showed an anterior 
and the lower limb a posterior convexity which lay in 


_close apposition to the inferior portion of the rectum. 


The rectum itself seemed to stop at the level of the 
promontory and the anal canal appeared to insinuate 
itself under the superior and posterior limits of the 
vagina. It was only in its uppermost segment near the 
promontory that the rectum was in contact with the 
inferior uterine segment containing the foetal head. 
The lower rectal segment followed closely the concavity 
of the sacrum. The close contact between the foetal 
head and the rectum could be broken by a posterior 
placenta praevia, while a marginal or central placenta 
praevia would not be detectable if an enema only were 
administered. 

To obtain satisfactory engagement of the head while 
taking the films the author used a special compression 
belt applied above the fundus of the uterus so that 
the air pressure could be increased until the patient 
complained of a feeling of weight and pressure in her 
lower abdomen. 

{In Britain it is now customary to dispense with com- 
pression, which would only displace the whole uterus 
downwards and press on the pelvic organs. Instead it is 
much simpler to take the views with the patient in the 
erect position, when the foetal head will usually descend 
towards the inlet plane.] J. Rabinowitch 


95. A New Contrast Medium (Rayopake) for Hystero- 
salpingography 

A. SHARMAN. Journal of Obstetrics and Gynaecology 
of the British Empire [J. Obstet. Gynaec. Brit. Emp. 55, 
770-773, Dec., 1948. 8 figs., 24 refs. 


This article gives the history of the attempts to find an 
Opaque medium, and describes the dangers at present 
encountered in the use of oily media. Rubin in 1941 for 
the first time introduced a water-soluble non-toxic 
medium, consisting of a crystalloid iodine solution 
combined with polyvinyl alcohol. This is, he states, 
twice as viscous as lipidol, and is completely absorbed 
in 30 minutes. It appears to have all the advantages of 
“lipiodol ” and none of the disadvantages. 

The present author then describes his own investiga- 
tion, in addition to the usual clinical trials. He compares 
the rate of absorption and the density of “* visco-rayo- 
pake”’ with lipiodol, by depositing equal quantities of 
each on either side of the pelvis during operation. He 
also illustrates the comparative radio-opacities of these 
substances in vitro in identical containers. He concludes 
that the new substance is satisfactory, that it is non-toxic 


and rapidly absorbed, but that it is less viscous and less 
radio-opaque than lipiodol (at any rate the English brand 
of lipiodol). 

[The text is illustrated by excellent reproductions of 
radiographs. ] B. Sandler 


96. Visualization and Photography of the Uterine Canal 
W. B. Norment. North Carolina Medical Journal 
[N.C. med. J.] 9, 619-623, Dec., 1948. 6 figs. 


The author employs hysterograms as a routine for the 
diagnosis of pathological conditions of the uterine canal. 
In cases of uterine bleeding to obviate the possibility of 
opaque dye entering the patent blood vessels he uses a 
light rubber tissue bag attached to a catheter and instils 
the dye through the bag. In this way there is no contact 
of the dye with the endometrium. In cases where a 
filling defect is revealed by x-ray examination the author 
then performs a hysteroscopy. For this purpose he uses 
a metallic sheath similar to a urethroscope which con- 
tains a metal obturator. After this sheath is inserted 
through the cervical canal into the uterus the obturator 
is removed. A second metallic sheath containing the 
optical system and closed at the end with a transparent 
window is then inserted through the first sheath. The 
second sheath can be easily moved backwards and for- 
wards thus permitting visualization of different parts of 
the uterine cavity. The two sheaths covering the optical 
system are airtight. When the first sheath is inserted 
into the uterine canal, the pressure inside the uterus 
becomes equal to that of the outside air. When the 
optical system is inserted it carries in front of it a column 
of air, thus causing slight uterine dilatation. This 
assists greatly in seeing the endometrium more clearly. 
For such an examination either thiopentone anaesthesia 
or low spinal analgesia is required. Before introduction 
of the instrument cervical dilatation is necessary. Any 
projecting fibroid, polyp, or carcinoma can be clearly 
seen through it. The author has also made photo- 
graphs of the uterine canal and finds that exposure times 
of 3 minutes are necessary if coloured films are desired 
while for black and white negatives the time of exposure 
is much less. 

The author is now trying to develop an operating 
hysteroscope through which a biopsy specimen may be 
taken under direct vision. J. Rabinowitch 


97. Direct Demonstration of Perforated Ulcers. 
{In English] 

J. FRIMANN-DAHL. Acta Radiologica [Acta radiol., 
Stockh.] 30, 177-181, 1948. 5 figs., 5 refs. 


The value of finding free gas.in the peritoneal cavity 
in cases of suspected perforation is discussed, with 
emphasis on various views taken with the horizontal ray. 
The ulcer niche can sometimes be observed delineated by 
an air bubble, as also may deformities in the duodenal 
cap. The left lateral recumbent position with hori- 
zontally directed rays may be particularly useful. In 
the author’s series of 268 cases examined the site of 
perforation could be detected in this way in 8%. Further 
information which may establish a diagnosis may be 


afforded by the air in the stomach. This may suggest 
pyloric stenosis and therefore the probable site of ulcer, 
or it may show a filling defect due to neoplasm. The 
direct demonstration of the ulcer niche has already been 
described by the author, but according to him does not 
appear elsewhere in the literature. A. M. Rackow 


98. An Analysis of X-ray Findings in 405 Cases of 
Benign Gastric and Pyloric Ulcer 

W. A. RussELL, S. WEINTRAUB, and H. L. TEMPLE. 
Radiology [Radiology] 51, 790-797, Dec., 1948. 4 figs., 
8 refs. 


The confused terminology of the nomenclature of the 
anatomy of the stomach is reviewed and that used by 
Bockus is recommended. The pylorus is the area corre- 
sponding to the sphincter as demonstrated by x rays; 
the prepyloric region is the inch (2:5 cm.) just in front; 
the proximal border of the antrum is defined by a line 
passing to the left and downwards at an angle of 45 
degrees from the angulus; the cardia is defined by a 
circle with a radius of 3 cm. around the opening of the 
oesophagus into the stomach; and the fundus of the 
stomach is the portion above a horizontal line drawn 
through the cardia. The body of the stomach is the 
vertical portion between the fundus and the antrum. 
By using these definitions the location of the 405 ulcers 
found corresponds fairly well with necropsy findings— 
that is to say, only 55% of the ulcers are above the 
angulus. [Unfortunately in the remainder of the paper 
there is no attempt to relate the site of the ulcer to 
prognosis.] The radiologist’s location of the site of the 
ulcer agreed more closely with the pathologist’s final 
decision than with the surgeon’s at operation. As a 
result of a barium-meal examination in 371 cases the 
ulcer was wrongly considered to be cancerous in 22 and 
was missed completely in 5; no diagnosis could be made 
in 6 owing to pyloric obstruction. In the remaining 91% 
of cases the diagnosis was correct, except that in an un- 
stated number of reports the radiologist was unwilling to 
exclude cancer dogmatically. The ratio of males to 
females was 2:7: 1; and the age incidence in the two 
sexes was similar. Only 1-5°% of all ulcers were found 
under the age of 30, and the maximum incidence occurred 
in the age group 40-49. Only 40-8% of 145 cases treated 
medically and followed up for over a year gave a good 
result, whereas the corresponding figure for the 144 
patients surviving gastrectomy was 97%. The operative 
mortality was 3-8%. Out of 310 craters measured, 35 
were over an inch (2-5 cm.) in diameter, and 31 of them 
have already been proved to be benign by surgery or a 
5-year medical follow-up. _ Denys Jennings 


99. Roentgenologic Deformities of the Pyloric Portion 
of the Stomach with Absence of Surgical and Pathological 
Findings 

E. L. JENKINSON and F. J. HAMERNIK. Radiology 
[Radiology] 51, 798-805 , Dec., 1948. 7 figs., 


Case reports are given to illustrate the “ enigma of 
prepyloric deformities without organic pathology ”’. 
Patients were aged over 50 years, so that laparotomy 
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was necessary in 5 out of the 7 to exclude a pyloric 
neoplasm. Of the 2 patients not operated on, in one the 
final diagnosis was encephalomalacia of the internal 
capsule due to haemorrhage, and the other died shortly 
afterwards from “* cancer of the liver”’. [There was no 
necropsy, so that the original x-ray diagnosis of pyloric 
carcinoma may have been correct.] Of the 5 patients 
operated on, in one the stomach went into spasm on 
handling, although a biopsy specimen of the mucosa 
was normal, and in 2 there were adhesions round the 
pylorus from old gall-bladder operations. The remain- 
ing 2 patients had both bled severely; in one an adhesion 
was found but no evidence of an ulcer. _ [It is difficult to 
see why a healed prepyloric lesion was not diagnosed in 
this case.] The other showed what was thought to be a 
duodenal ulcer. [Unless the stomach is opened the radio- 
logist’s location of a pyloric lesion is likely to be more 
accurate than the surgeon’s.] 

[It is often impossible to exclude cancer when the 
pyloric antrum is deformed by adhesions from a previous 
operation. The modern problem, however, is whether it 
is safe, as several Continental radiologists claim, to 
attribute certain well-defined types of deformity to 
spasm, scarring from superficial ulcers, and “* gastritis ”’. 
The quality of the skiagrams in this article makes it 
impossible to classify the deformities. The segregation 
of British and American radiologists from clinical 
medicine seems to be making them backward in inter- 
preting these lesions correctly.] Denys Jennings 


100. Radiological Features of the Musculature of the 
Lower Limbs after Poliomyelitis. (Aspetto radiologico 
dei muscoli degli arti inferiori negli esiti da morbo di 
Heine Medin) 

G. MeEtpotest. Annali di Radiologia Diagnostica [Ann. 
Radiol. diagnost.| 20, 279-288, 1948. 5 figs., 20 refs. 


The author describes the characteristic radiographic 
appearances of normal and pathologically altered muscles 
in general, followed by a description and illustrations of 
the radiographic appearance of the muscles of the lower 
limbs in the ultimate stages of acute infective polio- 
myelitis. The most characteristic radiographic change 
was a mottling of the muscles due to degeneration of the 
muscular fibres and their replacement by adipose or 
connective tissue, which is less radio-opaque than 
muscular tissue. A. Orley 


101. The Radiographic Picture in Haemophilic Arthro- 
pathy. (Sul quadro radiografico delle artropatie emo- 
filiche) 

A. Casacci. Annali di Radiologia Diagnostica [Ann. 
Radiol. diagnost.] 20, 289-300, 1948. 10 figs., 50 refs. 


This paper, which comes from the orthopaedic clinic 
of the University of Parma, reports 3 cases of haemophilic 
arthropathy involving several joints in each patient. While 
in some of the joints radiographic changes typical of 
haemophilia were seen, others showed changes not hither- 
to described. The author attributes these changes to 
circulatory disturbances not related to the intra-articular 
haemorrhages. A. Orley 


Pathology 


102. Notes on the Electron Microscopy of Tissue 
Sections. Submicroscopic Spherical Bodies in Human 
Carcinoma. II 

A. E. Gesster, C. E. Grey, and K. McCarty. Experi- 
mental Medicine and Surgery [Exp. Med. Surg.] 6, 
329-345, Nov., 1948. 10 figs., 6 refs. 


Tissues from primary and metastatic human carcino- 
mata were studied by means of the electron microscope. 
After fixation the tissues were subjected to a segregation 
technique which is not described in the present paper; 
observation with electron microscopy then showed in 
some sections the presence of submicroscopical spherical 
dense bodies having a diameter varying from 800 to 
1,500A. These bodies were not present in all specimens; 
a virus-induced duck breast tumour, however, contained 
similar bodies. 

[The authors incline to the belief that these bodies are 
endogenous in nature and specific to cancer, but feel that 
much more work must be done before this view can be 
accepted. The very limited information concerning the 
laboratory procedures used makes it difficult to assess the 
present paper.] Douglas Findlay 


103. Electron Microscopic Findings in Malignant Tissue 
J. GREGORY. Experimental Medicine and Surgery (Exp. 
Med. Surg.) 6, 390-405, Nov., 1948. 24 figs., 3 refs. 


Electron-microscopical examinations of 1,000 speci- 
mens of human malignant tissues and 1,000 specimens of 
benign tumours and normal tissues were carried out at the 
Pasadena Research Laboratories, California. Clear 
dilute filtrates of fresh macerated specimens were used. 
In all the neoplastic tissues spherical bodies 0-1 to 0-3 
in diameter were present; these were never found in 
non-malignant tissue. It was discovered that these 
objects could be cultured in an egg medium, and they 
displayed virus-like characteristics in that primary 
nuclear bodies, cytoplasm, and cell walls were observed. 
Heating for one hour at 60°C. prevented subsequent 
growth in culture. 

One male monkey given large doses of oestrogenic 
substance developed adenocarcinoma of the breast after 
injection of the filtrate from a cancer. [The type of 
cancerous tissue used is not stated.] Of 6 rats injected 
with filtrate from macerated human malignant melanoma 
3 developed spindle-cell sarcoma of the breast which 
metastasized to liver and lungs; the filtrate was passed 
through a Berkefeld filter before culture on egg medium 
and injection. 

The author considers that these spherical bodies repre- 
sent cancer virus. He found that in normal animals 
cancer failed to develop after injection; he believes that 
it is of low virulence, and only sensitizes cells to become 
malignant when they are stimulated by chemicals, 
irritants, or excess hormones. 


[Such views must await further confirmation. The 
present article does not specify the types of tissues used 
in every case, and there is a lack of experimental detail 
which makes it difficult to evaluate the results.] 

Douglas Findlay 


104. The Formation and Degradation of Subepithelial 
Amyloid in the Human Seminal Vesicle: (Uber die 
Bildung und Riickbildung des subepithelial abgelagerten 
Amyloides der menschlichen Blaschendriisen) 

W. D. v. ScHONBERG. Frankfurter Zeitschrift fiir 
Pathologie [Frankfurter Z. Path.] 59, 477-494, 1948. 
45 refs. 


In 4 out of 50 necropsies on males mostly of advanced 
age local subepithelial amyloidosis of the seminal vesicles 
was observed. Pre-amyloid secretion balls’ were 
found in two of these cases in the lumen, in one case 
between epithelium and Jamina propria. Spermatozoa 
in different stages of dissolution were present in the 
lumen and amyloid tissue, besides numerous mast cells. 
The pathogenesis is explained as follows. If the genital 
secretions including spermatozoa are not promptly 
emptied from theseminal vesicles, they become inspissated 
and chemically transformed into “* pre-amyloid secretion 
balls’’; they undergo further transformation and 
deposition as “ amyloid’’. Amyloid is not a definite 
substance but a group of complex proteins differentiated 
by staining in a characteristic way. As the granules of 
mast cells consist of heparin, able to dissolve proteins, 
they may be responsible for re-solution of amyloid; 
the presence of heparin also explains the increase of 
sulphate-sulphur in tissues containing amyloid. 

O. Neubauer 


105. Paradoxic Embolism. A Review of the Literature, 
with Report of a Case in Which this Condition Followed the 
Administration of “‘ Dicumarol ”’ 

R. L. Younc, R. C. Dersysuire, and O. S. CRAMER. 
Archives of Pathology [Arch. Path.] 46, 43-48, July, 
1948. 6 refs. 


The authors found 40 confirmed cases of paradoxical 
embolism in the literature, 33 due to auricular and 7 to 
ventricular septal defect; 50% of the emboli were cerebral. 
They report the case of a woman of 50 who had a 
hysterectomy for myomata and bled severely from her 
incisions 24 hours later. Her prothrombin time was 
found to be 27 minutes and it later transpired that she 
had taken 950 g. of dicoumarol (prescribed by an osteo- 
path) during the week before operation. She was treated 
by transfusions and vitamin K. Her haematomata 
became infected and 5 weeks after operation she had 
sudden pain in the chest. A week later embolism 
occurred in the right leg and left arm and she died 12 
hours later. Thrombosis had occurred in the right 
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hypogastric vein with embolism in the pulmonary 
artery. The rise of right auricular pressure consequent 
on this had diverted further emboli through the patent 
auricular septum to the systemic circulation, an embolus 
being found lying in the foramen ovale. The authors 
point out that the emboli will not pass from right to left 
auricle unless the right auricular pressure has been raised, 
usually by pulmonary embolism. They stress the 
danger of indiscriminate dicoumarol therapy. 
C. V. Harrison 


106. The Appearance of Acute Phase Protein After 
Induced Fever in Man. [In English] 

P. HEDLUND, A. R. Frisk, and H. Bucut. Acta Medica 
Scandinavica [Acta med. scand.] 131, 417-421, Oct. 15, 
1948. 3 figs., 5 refs. 


In Stockholm 7 afebrile convalescent patients received 
dilutions of a formalin-killed suspension of Aerobacter 
aerogenes by intravenous drip to maintain a constant 
body temperature around 39°C. (102-2° F.). Blood 
samples were taken 3-hourly. A rise in temperature 
occurred in 5 to 7 hours with a simultaneous increase in 
the white cell count. The latter subsided more quickly 
than the temperature when the drip was suspended. 
Acute-phase protein was demonstrated in the blood 
serum by the capsular swelling reaction with pneumococci 
in 15 to 21 hours (delayed in 1 case to 27 hours); this 
disappeared as the temperature fell. Increase in the 
erythrocyte sedimentation rate was delayed still further, 
until 24 hours after acute-phase protein was recognized. 
In 2 cases electrophoretic analyses were made. The in- 
crease in alpha-globulin was more pronounced after the 
acute-phase protein had disappeared from the blood, and 
may be interpreted as a non-specific reaction to the 
bacterial protein. Acute-phase protein was not located 
on the electrophoretic diagram. E. T. Ruston 


107. Ultra-violet Microscopy of Living Malignant Cells 
R. J. Luprorp, J. Smices, and F. V. Wetcu. Nature 
[Nature, Lond.] 162, 650-651, Oct. 23, 1948. 2 figs., 
9 refs. 


Cells of several kinds of transplantable malignant 
tumours, fibroblasts from subcutaneous connective tissues, 
and mesothelial cells were studied. To avoid unneces- 
Sary exposure to ultraviolet irradiation suitable prepara- 
tions were selected by dark-ground illumination. Pre- 
liminary studies of the cells were made by phase-contrast 
microscopy in order to detect signs of injury to cells 
exposed to ultraviolet irradiation. With objectives com- 
puted to wave-lengths of 2,570 A and 2,750 A, photo- 
micrographs of living cells were obtained without 
causing appreciable injury to cell structure. It was 
assumed, since living cells were irreversibly injured by a 
series of exposures to irradiations of varying wave- 
lengths, that structures showing strong absorption with 
wave-lengths of 2,570 A and 2,750 A contained nucleo- 
tides. 

Mitochondria exposed to ultraviolet irradiation 
become distorted, then disintegrated, and finally replaced 
by vacuoles. The cytoplasm of rapidly growing malig- 
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nant cells contains much absorbing substance. During 
cell division a regular sequence of changes in the 
distribution of nucleotides was observed. When the 
nuclear membrane breaks down at prophase the pre- 
viously filamentous mitochondria become rounded and 
carry peripheral deposits of nucleotides. ‘* Ground 
cytoplasm ”’ is almost devoid of absorbing substance. 
Chromosomes show strong absorption throughout 
mitosis. The mitochondria resume their filamentous 
shape during the last stages of cell division, parallel with 
the reappearance of nucleotides in the cytoplasm. At 
this time the chromosomes are clearly distinguishable in 
the reconstituting nuclei, and nucleoli have not re- 
formed. The nucleus is often surrounded by a relatively 
clear zone, and no indications were found of a higher 
concentration of absorbing material immediately border- 
ing the nuclear membrane. Mitochondria rather than 
nucleoli appear to be implicated in the synthesis of cyto- 
plasmic nucleoprotein. Under suitable conditions 
nuclei can be seen to contain fine double threads bearing 
parallel pairs of minute granules which are presumably 
chromosomes or possibly gene loci. A definite corre- 
lation exists between the amount of nucleotides and the 
rate of cell growth. A. K. Powell 


EXPERIMENTAL PATHOLOGY 


108. Experimental Serum Disease: A Pathogenetic 
Study 

W. E. Enricn, J. Serrrer, and C. ForMAN. Journal of 
Experimental Medicine [J. exp. Med.] 89, 23-36, Jan., 
1949. 18 figs., 39 refs. 


The delayed effects of large intravenous injections of 
serum are ascribed to the combination of serum antigens 
with newly-formed antibodies in or on cells (the Arthus 
phenomenon). The authors have confirmed the data on 
which this hypothesis is based and have made a detailed 
study of the histological changes Rabbits were given 
single intravenous injections of horse serum in doses of 
10 or 20 ml. per kg. The latter dose was more effective — 
than the former, and doses smaller than 10 ml. per kg. 
were quite ineffective. Old rabbits were less affected than 
half-grown ones. Similar, but less intense, changes were 
produced by duck serum. The classical signs of serum 
sickness in rabbits—fever, erythema and oedema of the 
ears, and transient proteinuria—appeared 5 or 7 days 
after the injection; antibodies were demonstrated after 
5 days, and skin sensitivity appeared after 11 or 12 days. 

Proliferation of mesenchymal cells, especially plasma 
cells and lymphocytes, was observed in the myocardium, 
lungs, and spleen before the onset of serum disease. 
This reaction was therefore thought to be concerned with 
the production of antibodies, and not to be an Arthus 
phenomenon. Later degenerative changes, however, 
were ascribed to the Arthus phenomenon. Some began 
during the stage of serum disease, but did not become 
severe until skin sensitivity had appeared, indicating that 
considerable quantities of antibody had been laid down 
in the vascular connective tissue. At this stage the myo- 
cardium showed foci of hyaline degeneration or dis- 
integration of muscle fibres surrounded by proliferating 
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mesenchymal cells; structures resembling Aschoff bodies 
were occasionally observed. Degenerative valvular 
changes occurred in 20% of rabbits, but were most severe 
in those with the slightest myocardial lesions. Glomerular 
changes began after 5 or 6 days and advanced after the 
11th day to severe intracapillary glomerular nephritis. 
Arteries after the 11th day showed oedema of the 
wall with swelling of muscle fibres and mesenchymal 
proliferation in all layers. 

Ten rabbits were given a second intravenous injection 
of horse serum 19 days after the first. After this second 
injection the kidneys showed a necrotic type of glomerular 
reaction resembling that in human _ extracapillary 
glomerular nephritis. The arterial lesions had also 
advanced to necrosis. These renal and vascular changes 
were regarded as acute Arthus phenoniena superimposed 
on the earlier subacute ones. 

[This paper clarifies and systematizes the results of 
previous workers, to whom references are made. The 
subject will probably prove to be of fundamental im- 
Martin Hynes 


109. Regression and Reabsorption of Mammary 
Tumors by Extracts of Degenerating Amphibian Skin 
O. M. Herr. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 
69, 336-338, Nov., 1948. 2 refs. . 


As preliminary trials have shown skin to be better 
than muscle, extracts were prepared of degenerating skin 
of Rana catesbiana. Larvae in a metamorphic stage in 
which degeneration was well under way were used. The 
skins were stripped and ground in a mortar, and to 5 ml. 
of the ground skin 25 ml. of 5 N hydrochloric acid was 
added. The mixture was allowed to stand at room 
temperature for 48 hours; it was filtered several times and 
the final filtrate neutralized against litmus with dry 
NaHCO,. The volume was brought up to 25 ml. with 
distilled water and the extract stored in a refrigerator. 
Neutral control solutions were also prepared with 5 N 
HCl! and NaHCO . CF 1-strain mice showing definite 
signs of spontaneous mammary tumours were used for 
injection. Injections were made every other day into the 
tumours, and in a few cases subcutaneously in the back. 
Regressions occurred with both extract and control 
solutions, a greater effect being noticed with the extract. 

[On the basis of the data given in this paper it would 
appear that both control and experimental injection 
media comprised near-saturated solutions of sodium 
chloride. Injections of such solutions into the tumours 
would inevitably produce necrosis.]} G. Calcutt 


110. Influence of Interrupted Carcinogenic Treatment 
on Tumor Formation 

H. P. Ruscu and B. E. Kune. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 69, 90-95, Oct., 1948. 12 refs. 


The influence of interrupted carcinogenic treatment on 
- tumour formation was tested. Methylcholanthrene 
0:2% in benzyl alcohol was painted twice weekly on the 
backs of strain C mice for 19 weeks, when 10% of the 


mice had papillomata. The mice with papillomata were 
discarded and the remainder were divided into six groups 
of 42. One group received no further treatment; another 
group was painted as before with methylcholanthrene 
for a further 13 weeks; a third group was painted with 
a 0-5% solution of croton oil in benzyl alcohol three 
times weekly for 13 weeks. The last three groups were 
kept untreated for 4, 9, and 13 weeks respectively, after 
which croton oil was applied as in the third group. A 
second experiment was carried out in which ultraviolet 
light was used as the carcinogen. Except during rest 
periods all mice were-irradiated for 30 minutes a day on 
6 days a week, the daily amount of irradiation being 
3-6x 10’ ergs per cm? at an intensity of 2 x 10* ergs per 
cm? per second. Twelve groups, each of 24 mice, were 
irradiated over periods of 1 to 5 months, in some cases 
with a resting interval of 1 to 3 months between two 
treatments with ultraviolet light. The times of induction 
of malignant tumours are recorded in two tables. 

In both experiments rest periods delayed the rate at 
which tumours appeared, but further treatment with 
either croton oil or ultraviolet light caused a quickened 
rate. The results indicate that the tissue changes induced 
by the preliminary application of the carcinogens were 
maintained for at least one month, after which there was 
a slow reversion to normal. The authors suggest that 
neoplastic cells arose during the initial treatment with 
carcinogen, and that they remained dormant or under- 
went slower division until they were further stimulated 
by the non-specific irritant croton oil or additional 
carcinogen. 

The whole process of carcinogenesis is discussed in 
terms of induction period, critical period, and a phase of 
progression, which are imagined to succeed one another 
—a concept closely similar to that held by Berenblum 
(Arch. Path., 1944, 38, 233). H. G. Crabtree 


111. Preparations of Lysates from Cultures of 7. cruzi 
and Their Effects on Normal and Tumor-bearing Mice 

D. M. Spain, N. MocLomutT, and L. J. WARSHAW. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.] 69, 134-136, Oct., 
1948. 5 refs. 


An extract of Trypanosoma cruzi having a specified 
cancerolytic effect on mouse tumours has been reported 
by the Russians Klyueva and Roskin (Amer. Rev. Soviet 
Med., 1947, 4, 408). Three previous attempts in the 
U.S.A. to confirm this work have been unsuccessful, and 
the present authors have again repeated the experiments, 
using a whole culture lysate of 7. cruzi, each ml. of which 
represented 4,000,000 lysed organisms. Different dosage 
levels were tested by daily subcutaneous injections at a 
site remote from the tumour, the maximum dose being 
11-25 ml. per mouse, administered over 45 days. In the 
Bagg-albino strain of mice with spontaneous mammary 
carcinomata over | cm. in diameter no tumour inhibition 
occurred; but when the tumours were smaller than this 
their growth was inhibited to some extent. By contrast, 
in the A strain of mice with spontaneous mammary 
carcinomata or transplanted carcinoma No. 119 the 
lysate had no effect on the tumours. The survival time 
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of treated tumour-bearing mice was less than that of 
mice without tumours which received similar treatment. 
The results do not confirm the Russian work, but it is 
possible that the lysate employed by the Russians differed 
from that used in these experiments. H. G. Crabtree 


112. Effects Upon Tumours of Various Haloalkylaryl- 
amines 

A. Happow, G. A. R. Kon, and W. C. J. Ross. Nature 
[Nature, Lond.] 162, 824-825, Nov. 20, 1948. 4 refs. 


The influence on the growth-inhibitory and carcino- 
genic effects of 4-aminostilbene of varying the basic side 
chain was studied. It was found that marked cytotoxic 
and inhibitory activities, as judged by effects on growth 
of various animal tumours, are exhibited by N,N-di-2- 
chloroethy! derivatives of aniline, 0-, m, and p-toluidine, 
p-aminobenzoic acid, o- and p-anisidine, and f-naph- 
thylamine. Treated tumours may increase in size for 
a few days before undergoing regression. Regression 
is less frequent in large tumours although prolongation 
in survival time can still be demonstrated in animals 
with fully established tumours. Attempts are now being 
made to correlate the optimal structural requirements 
for biological activity with the chemical reactivity. 
Inhibitory activity is associated with the halo-ethyl chain, 
not with the basic structure of the substance. It is 
suggested that a certain concentration of reactive halogen 
compound must be reached in order to permit biological 
activity. Vera Novy 


113. Development of a State Refractory to Growth of a 
Mouse Tumor Implanted in the Anterior Chamber of the 
Guinea Pig Eye 

J. A. SCHILLING and A. C. SNELL. Archives of Pathology 
[Arch. Path.] 46, 35-42, July, 1948. 5 figs., 5 refs. 


In this study of the refractory state which develops 
when a heterologous tumour transplanted into the anterior 
chamber of the guinea-pig eye regresses or fails to grow 
at all, a transplantable bronchogenic mouse carcinoma 
(MT8) was used as the test tumour. The technique of 
transplantation consisted in the introduction through the 
cornea into the anterior chamber of a fragment of non- 
necrotic tumour tissue by means of a trocar containing 
a fitted plunger. The implant was recorded as growing 
only when it had enlarged at least threefold and had 
become vascularized. Growth usually became _per- 
ceptible between 7 and 14 days later, after an initial 
inflammatory reaction, and in all instances it terminated 
in regression. In 21 of 42 guinea-pigs which received 
transplants into the right eye growth occurred. After 
regression was complete, each animal received a transplant 
into both eyes. No growth occurred in either eye in 
any of the 21 animals in which it had been absent after 
the first transplantation, but of the other 21 animals a 
second transplant grew in both eyes in one animal and 
in the left eye in 2 other animals. 

It is concluded that a refractory state develops as a 
tesult of this procedure, a monocular transplant conferring 
the refractory state on both eyes. The degree of speci- 
ficity of this effect has not been studied closely, but two 
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facts were noted: (1) it could be demonstrated recipro-. 
cally whether the tumour MT8 was carried in the C3H or 
dba strains of mice; (2) 3 or 4 guinea-pigs refractory 
towards MT8 were not refractory to intraocular trans- 
plants of a human carcinoma. Animals in which the 
first transplant did not grow were never subsequently 
successfully inoculated with the same tumour. Thus 
half of the experimental animals appeared to have a 
natural resistance, whereas weakly resistant animals 
became more effectively resistant after the regression of a 
growing transplant. The unique receptiveness of the 
eye to various types of tissue transplants can be regarded 
as evidence that the eye reacts against such transplants 
relatively weakly or sluggishly. This does not indicate 
whether the reactions of the eye differ in kind or merely 
in degree and rate from the reactions of other sites. It 
is suspected that immune reactions occur in the case of 
intraocular heterotransplants. G. M. Bonser 


114. Studies in Cellular Growth 
M. MA tz. British Journal of Plastic Surgery [Brit. J. 
plast. Surg.] 1, 187-205, Oct., 1948. 18 figs., 1 ref. 


I. Effect of anti-granulation tissue serum (A.G.T.S.) on 
wound healing in mice. Antisplenic tissue serum 
(A.S.T.S.) had previously been found to accelerate healing 
of experimental wounds in mice and guinea-pigs. In the 
present experiment 2 antisera were prepared in rabbits, 
mouse and human granulation tissue being used as the 
antigen. Punch wounds in mice of the same strain as 
the antigen were used as test wounds. The dose of 
antiserum, time of injection, and number of injections of 
serum were varied. Serum injections were made sub- 
cutaneously at a site removed from the wounds. Evalua- 
tion of healing was based on the degree of fibroblastic 
proliferation, cellularity, degree of collagen formation, 
and epithelization of the wounds. The evidence 
(pictorial and tabular) pointed to an acceleration of 
cellular growth when the dose of mouse A.G.T.S. was 
less than 0-01 w and a retardation when the dose was 
greater than 0-13 4. Maximum effects were observed in 
both cases when the injections were given on the day of 
wounding and the day after. The antiserum was not 
species specific, for human A.G.T.S. accelerated growth 
in small doses and failed to retard growth in large doses. 

Il. Effect of Maltz serum 2 on abnormal cellular growth 
(induced sarcoma 180) in mice. Two types of sera were 
used: (1) A.S.T.S.+A.G.T.S. in equal parts and in 
stimulating doses; (2) A.S.T.S. in stimulating dose+ 
A.G.T.S. in blocking dose (Maltz serum 2), the test 
tumours being young transplants of sarcoma 180. Of 
mice treated with A.S.T.S.+A.G.T.S. 60% died within 
less than 2 weeks compared with 10% of controls, indi- 
cating an acceleration of tumour growth. By contrast, 
none of the mice treated with Maltz serum 2 died within 
2 weeks, though 40% died within 3 weeks compared with 
90% of controls, indicating that tumour growth had been 
inhibited. 

Ill. Effect of Maltz serum 2 on abnormal cellular 
growth (spontaneous breast cancer in mice). Of 120 mice 


with spontaneous breast cancer experimental groups were 
treated every day for 10 days with the serum. 
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of growth in all treated animals was followed by complete 
disappearance of the tumours in 60%. In the remaining 
animals, in which growth was merely retarded, tumour 
growth started again 1 month after the last injection. 

G. M. Bonser 


115. Influence of Vaccine Virus on a Transmissible 
Leukemia of Mice 

J. C. Turner, B. MULLIKEN, and R. A. KRITZLER. 
Proceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.] 69, 304-306, Nov., 
1948. 6 refs. 


Into 50 mice of an inbred line of the Ak strain was 
injected intraperitoneally 0-1 ml. of a saline suspension 
of spleen from a mouse dying of a transmissible 
leukaemia. By means of a suspension of infected mouse 
brain, 17 mice were given vaccinia virus parenterally on 
the 7th day after the leukaemic transplant, and another 
10 on the 15th day; the remaining 23 mice were kept as 
controls. All the control mice were dead by the 19th 
day, but the experimental animals survived longer, 2 in 
each group being alive on the 54th day. 

The experiment was repeated with 20 control animals 
and 15 in each experimental group. Virus injections 
were given on the 7th and 12th days after the transplanta- 
tion. Control animals this time survived rather better, 
1 being alive on the 35th day, but experimental mice 
survived longer, 6 being still alive on the 35th day and 
_4 surviving 170 days. 

Both treated and untreated mice that died showed gross 
evidence of leukaemia, with enlargement of liver, spleen, 
or lymph nodes. Portions of organs from treated mice 
were examined for vaccinia by intradermal injections into 
rabbits or by inoculation of chorio-allantoic membranes. 
Virus was shown to be present in about 25%. The 
significance of these findings is discussed. 

G. Calcutt 


116. Response of Normal and Malignant Lymphoid 
Tissue to Non-specific Tissue Damage 

A. D. Bass and M. FEIGELSON. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 69, 339-341, Nov., 1948. 2 figs., 
7 refs. 


In an attempt to determine whether agents causing an 
“alarm” reaction, with resultant atrophy of normal 
thymus and normal spleen, produce a similar reaction in 
tissue composed of malignant lymphocytes, experiments 
have been carried out with ethyl alcohol, 40% glucose, 
4%, formaldehyde, and with the animal fasting. 

Pure-strain C3H male mice and C3H F, hybrids of 
mixed sexes were used after transplantation of portions of 
the lymphoma 6C3HED. When the tumours were 
definitely measurable, therapy was started and the 
tumours were measured twice daily. Intraperitoneal 
injections of 95% ethyl alcohol were given in two succes- 
sive daily doses of 0-02 ml. each. Animals used for 
thymus afid spleen studies received 1-5 ml. per kilo at the 
same times. Subcutaneous injections of 4% formalde- 
hyde were made twice daily for 2 days at a rate of 5 ml. 


‘ 


per kilo of body weight. Two successive daily intra- 
peritoneal injections of 40% glucose were given at a rate 
of 150 ml. per kilo of body weight. Fasting mice were 
deprived of all food but allowed water ad libitum. 

All four stimuli were found temporarily to inhibit 
growth of the lymphoma or to produce a temporary 
regression. G. Calcutt 
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117. Tumors of the Thymus in Relation to the Thymic 
Epithelial Anlage 

E. LOWENHAUPT. Cancer [Cancer] 1, 547-563, Nov., 
1948. 36 figs, 22 refs. 


A series of 16 thymic tumours is described. Their 
microscopical structure is depicted and used as a basis for 
dividing them [too arbitrarily, in the abstracter’s opinion] 
into 6 groups, which the author supposes to be related to 
different stages of development of the thymus. 

R, A. Willis 


118. Juvenile Degeneration of Intervertebral Disks. 
(La dégénérescence juvénile du disque inter-vertébral) 
R. LAEDERER. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie [Schweiz. Z. Path. Bakt.| 11, 590-597, 
1948. 2 figs., 7 refs. 


The nucleus pulposus of the intervertebral disk is not 
vascularized, and the small straight vessels running 
through the surrounding cartilage usually disappear by 
the age of 30 years. 

The author investigated 50 unselected spines from 
healthy subjects of all ages. The cut surfaces were 
closely examined and, when indicated, sections were 
prepared. Up to the age of 30 years small foci of necrosis 
are almost constantly seen in the hyaline cartilage of the 
disks. Sometimes small centres of “ pre-ossification ” 
are seen which are really vessels surrounded by accumula- 
tions of cartilage cells. Small protrusions of cartilage 
into the spongy bone of the vertebrae are fairly frequent, 
even in adolescence, and might be interpreted as osteo- 
chondrosis. It is through these lesions that the nucleus 
pulposus may herniate. The author believes that the 
lesions found represent the florid phase of painful juvenile 
kyphosis or Scheuermann’s disease. E. Neumark 


119. Functional Relations between Bone Marrow and 
Bone. (Funktionelle Beziehungen zwischen Knochen- 
mark und Knochen) 

W. TisCHENDORF and W. NAUMANN. Deutsches Archiv 
fiir klinische Medizin [Dtsch. Arch. klin. Med.) 193, 
533-554, 1948. 9 figs., 41 refs. 


This study was founded on Markoff’s conception of 
myelogenous osteopathy, and its aim was to discover the 
relationship between the haematopoietic marrow, which 
is so remarkably uniform in spite of its wide distribution, 
and the skeletal system. Clinical, haematological, 
radiological, and morbid anatomical examinations were 
made in 104 patients. ; 
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Skeletal changes are rare in leukaemia unless the 
disease is long-drawn-out, and among 43 cases of 
leukaemia thickening of the femoral periosteum was 
seen in only one case and cortical thinning in 2. Slight 
yertebral osteoporosis was more frequent. Osteo- 
sclerosis is rare in leukaemia. In haemolytic anaemia 
one case out of 3 showed advanced osteoporosis and very 
hyperplastic erythropoiesis. Two cases of pernicious 
anaemia and 6 of multiple myeloma had osteoporosis, 
but osteoplastic reaction round a myeloma is unknown. 

On the other hand, osteoplastic changes are rare in 
panmyelophthisis, unless the disease is prolonged for 
2 years or more (this was seen in 2 cases). In a case of 
extensive skeletal gumma formation the bony defects 
were surrounded by sclerotic bone and there was very 
active myelopoiesis in the sternal marrow. Marrow 
hyperplasia and osteoporosis are linked, as are also 
marrow hypoplasia and osteosclerosis. Carcinomatosis 
of the bones was seen in 24 cases, but skeletal changes 
are not uniform. It is a mystery why mammary carci- 
noma showing the same histology should be osteoclastic 
in one case and osteoplastic in another. Marrow and 
skeletal functional changes do not seem related in 
E. Neumark 


120. A Rare Cardiovascular Malformation. Absence 
of Aortic Arch. (Uber eine seltene Herz-Gefassmiss- 
bildung: Fehlen des Aortenbogens) 

W. Herzoc. Frankfurter Zeitschrift fiir Pathologie 
[Frankfurter Z. Path.] 59, 454-460, 1948. 2 figs., 9 refs. 


A case of a very rare malformation is reported. The 
ascending aorta divided into three branches: the right 
subclavian, right carotid, and left carotid arteries. The 
aortic arch was absent. The ductus arteriosus was open, 
continuing into the descending aorta. The left sub- 
clavian artery branched off at the site of entry of the 
ductus, its normal cranial migration being stopped by 
the absence of the aortic arch. There were also septal 
defect and an open foramen ovale. The child died after 
6 days. O. Neubauer 


121. Paragangliomas. Review of Subject and Report 
of Five Original Cases 
O. A. Brines and E. R. JENNINGS. American Journal of 
Pathology |Amer. J. Pathol.] 24, 1167-1197, Nov., 1948. 
15 figs., bibliography. 


The term ‘“‘ chromaffinoma ” is discarded because it is 
also applicable to carotid, coccygeal, and carcinoid 
tumours, which have a different origin. The term 
“ paraganglioma ”’ is used for tumours which secrete 
an adrenaline-like hormone, whether derived from the 
paraganglion cells of the suprarenal or sympathetic. 
In about 90% of the 205 cases previously reported the 
tumour has arisen in the suprarenal. The right supra- 
tenal appears to be more often affected than the left. 
In 2 cases the tumour was situated in the thorax; in the 
rest it was inthe abdomen. In 10% of cases the condition 
was multiple; in 8 cases it was malignant, with meta- 
Sstases. The histology may resemble suprarenal medulla, 


but in many instances the unaided histological diagnosis is 
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difficult. The granularity of the cells may be faint in 
ordinary sections, and show up better with azocarmine. 
A pleomorphic cytology is so frequent that this alone is 
not accepted as indicating malignancy, for the diagnosis 
of which metastasis or infiltration is necessary. The 
chromaffin reaction depends on the oxidation of the 
hormone and can be brought about by other strong 
oxidizing agents. Pieces for assay should not be placed 
in alkalis or oxidizing agents. The hormone is usually 
present in large amount, and has been found in the 
fixative as long as 6 years after excision. The syndrome 
of paroxysmal hypertension is now more often diagnosed 
than formerly. This may, however, be absent and other 
symptoms occur. In the present paper 5 new cases are 
described. One was associated with neurofibromatosis 
(the ninth reported case) and one was melanotic (the 
first reported case). D. M. Pryce 


122. Early Changes in the Human Brain After Arterial 
Air Embolism. (Uber die ersten Veranderungen des 
menschlichen Gehirns nach arterieller Luftembolie) 

R. Rogss.e. Virchows Archiv fiir Pathologische Anatomie 
[Virchows Arch.] 315, 461-480, 1948. 9 figs., 22 refs. 


The author describes several cases of air embolism, in 
which the patients survived for periods varying from 
several hours to several days. He describes in detail the 
histological findings in the cerebral vessels (dilatation of 
capillaries and penetration of air into perivascular 
spaces) as well as the changes seen in the cerebral tissue 
around the vessels involved (penetration of air into glia 
and pericellular spaces of ganglion cells, infarct-like and 
necrobiotic areas of cerebral matter, haemorrhages). 
He compares the lesions with those seen in experimental 
air embolism, and states that cases of definite air embo- 
lism with survival in which scarring might be expected as 
a result of haemorrhages and necrosis have not been 
reported. R. Schade 


123. Fat Embolism of the Brain After Aviation Acci- 
dents. (Uber die Fettembolie des Gehirns nach Flugun- 
fallen) 

W. Kricke. Virchows Archiv fiir Pathologische Ana- 
tomie [Virchows Arch.] 315, 481-498, 1948. 7 figs., 
bibliography. 


Necropsy examination of 200 victims from aviation 
accidents revealed in 31% pulmonary fat embolism of 
varying severity. Of the latter 25° had demonstrable 
cerebral fat embolism. The frequency of fat embolism 
in aviation accidents is considered to be due to the 
common occurrence of multiple fractures. Amongst 
the cases examined death occurred either instantaneously 
or at the latest after 10 days. Fat embolism must be 
considered as present even in patients surviving for a 
longer period. On occasions purpura of the cerebral 
white matter may be seen in patients surviving for some 
time. The presence of purpura is not pathognomonic 
and it is rarely seen in the early stages of fat empolism. 
The haemorrhages of trauma can be differentiated from 
those of fat embolism. Histologically, the purpuric 
area consists of an area of haemorrhage with central 
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perivascular necrosis. Equivalent lesions are sometimes 
seen in the cerebellar cortex. The most important 
lesions are multiple small areas of softening scattered 
throughout the grey matter of the cerebrum. The latter 
foci were examined microscopically in 20 cases and the 
varying stages of their development from incomplete to 
complete necrosis to healing in the form of glial scars 
were studied. These foci are probably the result of local 
lack of oxygen due to capillary blockage by fat emboli. 
Additional factors are considered likely. There is 
evidence that fat emboli may occur in “ showers”’. 
Cerebral fat embolism may explain some vague cerebral 
symptoms following an accident after a symptom-free 
interval. R. Schade 


124. Vacuolar Degeneration of Liver Cells. (Uber die 
vakuolige Degeneration der Leberzellen) 

L. H. Ketrier. Virchows Archiv fiir Pathologische 
Anatomie [Virchows Arch.] 315, 587-640, 1948. 12 figs., 
bibliography. 


Vacuolar and vesicular degeneration of liver cells are 
different morphologically, aetiologically, and patho- 
genetically. In current necropsies (at Kiel) vacuolation 
of liver cells without fat in the vacuoles is common (up to 
30%). This type of vacuolation is found at all ages and 
in various diseases but especially in cases of primary or 
secondary heart failure. Regular distribution of vacuolar 
degeneration is uncommon, an irregular focal distribution 
preferably involving the intermediate zones of several but 
not all lobules. Acute and severe oxygen lack is not the 
only factor as shown by the author’s experiments. The 
author considers the presence of a minimal amount of 
oxygen necessary for the occurrence of vacuolation. 
Experimentally—by mechanical obstruction of the liver 
veins—it is possible to produce an acute passive hyper- 
aemia accompanied by a severe vacuolar degeneration. 
Together with vacuolation there is local dilatation of liver 
capillaries in experimental and post-mortem material. 
The latter causes increased permeability of capillary walls 
and vacuolation. An undetermined constitutional 
“factor may play a part in addition. Vacuolar degenera- 
tion may be transformed into liver-cell necrobiosis 
within a few hours under certain conditions. Dis- 
appearance of vacuoles to any marked extent has not 
been observed. R. Schade 


125. Diffuse Interstitial Myocarditis in Children 
R. K. House. American Journal of Pathology (Amer. 
J. Pathol.) 24, 1235-1257, Nov., 1948. 14 figs., 14 refs. 


Most of the reported cases of Fiedler’s myocarditis have 
been in adults. The disease does occur in children also, 
and 4 such cases, in patients whose ages ranged from 
3 weeks to 13 months, are described. The myocardial 
lesions were acute in 3 cases and more chronic in the 
fourth. Histologically the change was inflammatory and 
had no specific features. Concurrent necrosis and dis- 
appearance of muscle fibres were seen. Endocardium 
and pericardium were unaffected, or only secondarily 
involved over the area of the muscle lesion. Terminal 
pneumonia was present in all 4 cases. L. Crome 


126. Structure of the Glomerulus of the Human Kidney 
J. F. A. McManus. American Journal of Pathology 
[Amer. J. Pathol.] 24, 1259-1269, Nov., 1948. 12 figs., 
16 refs. 


The basement membrane of normal and diseased 
human glomeruli, stained by the. periodic acid-Schiff 
technique previously described by the author, was 
studied. It encloses the capillary loops, and certain 
infrequent stromal cells which lie in the intercapillary 
or axial space. This axial space is prominent in diabetes 
mellitus, contains inflammatory cells in acute nephritis, 
shows vacuolation and reticulation in eclampsia, and lipid 
accumulation in lipoid nephrosis’’. C. C. S. Pike 


127. Thrombotic (Embolic) Aortic 

Occurrence among Mentally Sick Patients 
G. §S. STRASSMANN. American Journal of Pathology 
[Amer. J. Pathol.] 24, 1289-1294, Nov., 1948. 21 refs. 


In general hospital practice occluding aortic thrombosis 
is found in about 0-12% of all necropsies. Apparently 
because of the greater average age the incidence in mental 
hospitals is greater. It was found in 3-4% of 382 cases. 

D. M. Pryce 
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128. Amount of Prothrombin Used up During Coagula- 
tion of Venous and Capillary Blood. A New Method of 
Investigation of Haemorrhagic Syndromes. (La _ con- 
sommation de la prothrombine pendant la coagulation du 
sang veineux et du sang capillaire. Nouvelle méthode 
d’investigation des syndromes hémorragiques) 

J. P. Souvter. Revue d’Hématologie [Rev. Hémat.} 


-3, 302-319, 1948. 2 figs., 8 refs. 


The process of clotting involves the conversion of 


prothrombin to thrombin, but this conversion is never 
quantitative, some 10 to 20% prothrombin remaining after 
clotting of normal blood. In some haemorrhagic 
syndromes conversion of prothrombin is less complete, 
50% or more remaining; haemophilia, and the presence 
of an endogenous anticoagulant, are peculiar in that this 
incomplete conversion persists even after the addition of 
tissue juice. 

The prothrombin conversion is determined by collect- 
ing blood and keeping it in the incubator at 37° C. for 
4hours. The serum is separated, and 0-1 ml. mixed with 
0-1 ml. of a thromboplastin which is satisfactory for the 
Quick method for prothrombin assay. Precisely 60 
seconds later 0-2 ml. of 0-5% fibrinogen solution is added, 
and the time required for clotting is noted. This time is a 
measure of the residual prothrombin—the shorter the 
time, the larger the quantity of residual prothrombin. 
The times obtained with venous blood (V) are compared 
with those obtained with capillary blood expressed from 
a small prick with the aid of firm digital pressure (C). 

In normal subjects the V times are over 45 seconds, 
usually over 1 minute, and the C times are over 3 minutes. 
Haemophiliacs have V and C times below 8 seconds; 
3 patients whose blood contained an endogenous circulat- 
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ing anticoagulant gave similar results. In thrombocyto- 
penia V times (7 to 11 seconds) are much shorter than C 
values (10 seconds to over 3 minutes). Some, but not all, 
of a series of patients suffering from miscellaneous 
haemorrhagic diseases of unknown aetiology (menor- 
rhagia, purpura, spontaneous bruising) gave results 
similar to those in patients with thrombocytopenia; 
others gave normal results. 

Clotting times are not prolonged unless the prothrom- 
bin conversion falls below 50%. G. Discombe 


129. The Concentration of Bilirubin in Blood. A 
Laboratory Test for Differential Diagnosis of Cerebral 


’ Thrombosis and Haemorrhage. (Diagnostic différentiel 


des hémorragies et des thromboses cérébrales, établi sur 
une valeur de laboratoire—la bilirubinémie) 

D. Furtapo and CuHicHoRRO. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie [Arch. int. 
Pharmacodyn.] 78, 229-235, 1949. 4 figs., 6 refs. 


The authors demonstrate a rise in the level of the serum 
bilirubin (indicated by the indirect van der Bergh 
reaction) within | to 2 hours of an intramuscular injection 
of 10 ml. of blood and persisting over 7 days. They 
utilize this finding for the differential diagnosis of cerebral 
vascular lesions. In 47 cases of suspected thrombosis or 
embolism the bilirubin level remained below the normal 
value of 0-5 mg. per 100 ml., but in 60 cases of cerebral 
or meningeal haemorrhage it rose above that figure. 
The rise was more rapid in meningeal haemorrhage, 
reaching a maximum about the 4th day and persisting up 
to 10 days. There was a short delay before absorption 
occurred from the extravasated blood in cases of cerebral 
haemorrhage. The test may be of value in recognizing 
cases of cerebral angiospasm which will respond to early 
injections of nicotinic acid before irreversible changes 
have occurred in the tissues, and in the recognition of 
traumatic subdural haematoma which may benefit from 
surgical intervention. E. T. Ruston 


130. Viscosity Studies of Erythrocytes from Persons 
with Sickle Cell Disease 

W. M. McCorp, W. H. KELLey, P. K. Switzer, and 
F. B. Cup. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 69, 
19-22, Oct., 1948. 1 fig., 7 refs. 


Washed cells of oxalated blood re-suspended in Tyrode 
solution were exposed to oxygen and carbon dioxide and 
their viscosity was studied in an Ostwald viscosimeter. 
In 6 normal subjects viscosity after carbon dioxide 
saturation was rather less than after oxygen saturation. 
In 5 subjects with sickle cell anaemia and 5 with sickle 
cell trait the reverse was true, the difference being more 
marked. Nitrogen also increased viscosity. In one 
case, change of pH had no effect and in one case carbon 
monoxide prevented changes in viscosity after exposure 
to carbon dioxide and nitrogen. Repeated washing of 
the cells, or the addition of anticoagulants or cyanide, 
appeared to have no effect on the phenomenon. : 

J. Maclean Smith. 


131. Erythrocyte Sedimentation Rate Determinations 
in Poliomyelitis and Other Infections of the Central 
Nervous System and Meninges 

T. L. HARTMAN and L. WEINSTEIN. Journal of Pediatrics 
[J. Pediat.] 33, 462-466, Oct., 1948. 5 refs. 


The authors studied the erythrocyte sedimentation rate 
in poliomyelitis and other viral infections of the central 
nervous system. They found the rate elevated in 50% 
of cases at the beginning of the disease. They conclude 
that the erythrocyte sedimentation rate is of no value in 
the diagnosis of poliomyelitis and other viral infections 
of the nervous system. R. S. Illingworth 


132. The Vitamin K Tolerance Test 
P. N. UNGER, M. WEINER, and S. SHAPIRO. American 
Journal of Clinical Pathology [Amer. J. clin. Path.) 18, 
835-851, Nov., 1948. 3 figs., 17 refs. 


The resting level of prothrombin was established by 
successive estimations of the diluted (12-5%) plasma pro- 
thrombin time made on several consecutive days. The 
normal time ranges from 37 to 42 seconds. When this 
had been done, vitamin K was given intravenously in 
daily doses of 76 mg. for 4 successive days and the 
prothrombin time estimated before each injection and 
for one day after the last injection. Tests to the number 
of 132 were made on 123 subjects. The results were 
interpreted as negative, borderline, or positive, depend- 
ing on alteration in the prothrombin time. A negative 
result showed: (a) no change in resting level or in the 
results of the serial tests; or (6) prolonged resting level 
but return to normal after vitamin K; or (c) normal 
resting level and hyperprothrombinaemic levels after 
vitamin K. A positive reaction showed: (a) prolonged 
resting level and no return to normal after vitamin K; or 
(6) prolonged. resting level and further increase in 
prothrombin time after vitamin K; or (c) normal 
resting level and increase in prothrombin time after 
vitamin K. The maximum normal prothrombin time 
was taken as 45 seconds. Results between 45 and 47 
seconds were classified as doubtful. 

In the 49 cases with negative results there were only 2 
instances of diseases associated with impaired liver 
function—“ alcoholic fatty liver’ and “cardiac 
cirrhosis ’’. On the other hand, 18 cephalin-flocculation 
tests on 40 of the 49 patients gave results of 2+ or 
greater, and reactions to 5 out of 40 bromsulphalein tests 
on the 49 patients were positive. There were 10 patients 
with doubtful vitamin-K reactions, 8 of them having 
diseases which may be associated with liver impairment. _ 
The bromsulphalein test on 7 patients gave 2 positive 
results, and the cephalin-flocculation tests gave 4 positive 


reactions in 9 cases. The remaining 64 patients gave 


positive reactions to vitamin-K tests. In 8 cases the 
prothrombin time ranged between 47-8 and 49-4 seconds: 
7 of these patients had diseases known to be associated 
with impaired liver function. In 40 patients the pro- 
thrombin times were between 50 and 59 seconds; 28 
patients had clinical evidence of liver disease. Of the 
remaining 12 who showed no such evidence, 5 were 
anaemic and 5 were over 75 years of age. Impaired liver 
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function in the absence of clinical evidence is considered 
not infrequent in oldage. The last group of 16 patients 
had prothrombin times between 60 and 155 seconds. All 
had definite liver disease. 

A study of 9 cases revealed that fluctuations in fibrino- 
gen concentration did not affect the results of the pro- 
thrombin-time estimations. In 30 patients liver biopsies 
were performed. In 24 cases there was histological 
evidence of liver disease, and of this group 2 patients gave 
negative reactions: one had “ cardiac cirrhosis ” and the 
other amyloid disease. R. B. Lucas 


133. Application of Turbidimetric Methods for Estima- 
tion of Gamma Globulin and Total Lipid to the Study of 
Patients with Liver Disease 

H. G. KunKEL, E. H. AHRENS, and W. J. EISENMENGER. 
Gastroenterology [Gastroenterology] 11, 499-507, Oct., 
1948. 3 figs., 13 refs. 


There is evidence that the cephalin-flocculation and 
thymol-turbidity tests of liver function depend on an 
imbalance of various components of the serum, and 
two important factors are the concentration of 
gamma globulin and the total lipid level (Kunkel and 
Hoagland, J. clin. Invest., 1947, 26, 1060). Simple 
methods were therefore devised to measure these two 
components directly to test liver function. In the 
present paper the average and range of the measurements 
are given for 34 normal subjects, 28 patients with acute 
hepatitis, 10 with biliary cirrhosis, 26 with alcoholic 
cirrhosis, 7 with post-hepatitic cirrhosis, and 25 with 
unclassified cirrhosis. The diagnosis was confirmed by 
biopsy in all the patients with biliary and post-hepatitic 
cirrhosis and in 9 of the other types of cirrhosis. 

The level of total lipids was always raised in biliary 
cirrhosis, while in other types it was normal or low. The 
gamma-globulin level was raised in all types of liver 
disease. The rise was slight in acute infective hepatitis 
but much greater with even mild relapses. In general 
the gamma-globulin level varied with the degree of 
cellular infiltration. 

{Unfortunately the results of conventional liver tests 
are not given for comparison.] Denys Jennings 


134. Electron Microscopic Studies of Gites Proteins 
in Cerebrospinal Fluid 

C. A. Hettwic, R. L. Drake, H. w. Vortn, and J. E. 
BLEICHER. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 18, 852-856, Nov., 1948. 6 figs., 
2 refs. 


Specimens of cerebrospinal fluid from 50 patients were 
examined by the electron microscope. A drop of 
undiluted fluid was placed on a collodion film supported 
on a 200-mesh wire screen. The specimen was allowed 
to dry in the air, and was kept in a desiccator over calcium 
chloride until ready for examination. The slides were 
originally magnified 5,000 times, and to determine the 
size and shape of the protein globules they were then 
photographed and outlined on paper placed in a micro- 
film reader magnifying 15 times. Thus a final magnifica- 
tion of 75,000 was obtained. 


In normal fluids the diameter of the protein particles 
varied from 40 to 60 yu, whereas in fluids from patients 
with nervous disease the particles sometimes reached a 
diameter of 240 ». No correlation, however, was found 
between the size of the particles and the protein content 
of the fluid. In some cases clusters or aggregates of 
particles were seen, but this was thought to be an artefact, 
due to the precipitation of protein during the drying 
of the film. Normal fluids, and many abnormal fluids, 
did not show these aggregates, so that, though artefacts, 
they may still be of some pathological significance. 

R. B. Lucas 


135. Demonstration of Heterophile Antibodies in the - 
Cerebrospinal Fluid from Patients with Infectious Mono- 
nucleosis 

J. K. StLBersTeIn, T. C. BERNSTEIN, and T. STERN, 
Journal of Laboratory and Clinical Medicine [J. Lab. clin, 
Med.) 33, 1204-1206, Oct., 1948. 15 refs. 


Heterophile antibodies were demonstrated in the cere- 
brospinal fluid of 6 patients with infectious mono- | 
nucleosis, only one of whom had symptoms of encepha- 
litis. In 2 cases there was a slight increase in the cell 
count but the Wassermann and colloidal gold reactions 
were always negative. Three other samples of cerebro- 
spinal fluid, out of 654 tested, also contained haemag- 
glutinins. These were absorbed by guinea-pig kidney | 
extract in a case of tuberculous meningitis and one of 
subarchnoid haemorrhage, but not in a case of trichiniasis, 

E. T. Ruston 


136. The Cytologic Features of Carcinomas as Studied 
by Direct Smears 

E. HAUPTMANN. American Journal of Pathology [Amer. 
J. Pathoi.] 24, 1199-1233, Nov., 1948. 20 al biblio- 
graphy. 


Parallel cytological examination was carried out of 
178 non-carcinomatous and 90 carcinomatous organs, 
in all of which the diagnosis was made by orthodox 
histological methods. The tissue was teased on a slide, 
and the cellular emulsion dried and stained with Wilson’s 
modification of Wright’s haematological stain and 
Papanicolaou’s stain. Agreement was obtained in all but 
9 cases—S false positives and 4 false negatives. In the 
smears some cellular features—such as size and outline of 
cells; ratio of nucleus to cytoplasm; the presence, size, 
and shape of nucleoli—were often suggestive of carci- 
noma, yet were not in themselves of decisive diagnostic 
value on account of their occasional presence in the non- 
cancerous material. On the other hand, it was possible 
to identify certain “ peculiar”’ cells in the carcinoma 
smears which were characteristic of malignancy and 
absent in the controls. These cells are enumerated as 
follows: (a) the nucleolated squamous cell; (5) the 
malignant giant cell; (c) the malignant epithelial cell 
resembling basal cells; (d) the pseudo-fibroblast; (e) 
the malignant columnar cell; (f) the undifferentiated cell; 
(g) the large round cell; and (A) the oat cell (only if in 
large sheets). L. Crome 
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137. The Reversal in vivo by BAL of Inactivation of 
Influenza A Virus and Diplococcus pneumoniae by Bi- 
chloride of Mercury 

M. KLEIN and J. E. Perez. Journal of Immunology [J. 
Immunol.) 60, 349-358, Nov., 1948. 4 refs. 


BAL (2 : 3-dimercaptopropanol) can reverse not only 
pathological processes in man and laboratory animals 
after intoxication with heavy metals and some of their 
salts but also the action of these agents on micro- 
organisms. This effect has been shown in vitro for the 
action of arsenical compounds on a species of trypano- 
some and of mercuric chloride (HgCl,) on influenza 
virus A. 

In this investigation 1 in 500 to 1 in 10,000 dilutions 
of HgCl, were allowed to act for 25 minutes on influenza 
virus A and pneumococcus type III cultures before these 
cultures were injected into 10 to 14 g. Swiss albino mice. 
The animals were given 0-1 ml. intramuscular injections 
of BAL in distilled water in dilutions ranging from 1 in 
200 to 1 in 4,000. This treatment was given at varying 
intervals either before or after administration of the 
inactivated organisms. The 0-1 ml. dose of the 1 in 200 
dilution of BAL is itself somewhat toxic to mice and kills 
3 to 5% within 1 to 2 hours. Inactivated influenza virus 
A was instilled intranasally under light ether anaesthesia, 
the culture used being of the PR8 strain inoculated into 
10-day-old chick embryos and incubated for 40 hours. 
In a 1 in 100 broth dilution of the allantoic fluid, 0-03 ml. 
before being inactivated by HgCl, contained 1,000 LD 50. 
The inactivated pneumococcus culture was administered 
both intra-abdominally and intranasally. An 18-hour 
blood-broth culture contained in 0-1 ml. of a 1 in 100 
dilution about 10,000 LD 50 if injected intraperitoneally 
while by the intranasal route 0-03 ml. of a 1 in 10 dilution 
constituted approximately 100 LD 50. If inactivation 
of the cultures by HgCl, was extended beyond 25 
minutes at room temperature reversal by BAL was 
impaired. If after 25 minutes’ exposure to 1 in 10,000 
HgCl, at room temperature the cultures were kept at 
4°C. for 8 days their infectivity could still be restored 
by BAL. The inactivation was irreversible, however, 
when exposure to the same concentration took place at 
37° C. for 1 hour. 

The experimental arrangements ensured that mice 
injected with HgCl,-treated cultures survived, while about 
50% of mice died when given such cultures in the first 
instance and treated either before, simultaneously, or 
afterwards with suitable doses of BAL. 

The important point emerging from this investigation 
is the difference observed in the reactivation by BAL of 
influenza. virus A and pneumococcus type III. In- 
fectivity of influenza virus A can be restored in white 
mice only if 0-1 ml. of a 1 in 200 dilution of BAL is 


given intramuscularly 5 minutes before intranasal 
instillation. A sharp fall in reactivation is noticeable if 
BAL is given 10 minutes after instillation while no 
reactivation is obtained when BAL is administered 30 
minutes after the inactive virus. In contrast the inactive 
pneumococcus culture could be completely reactivated 
by BAL given 45 minutes later and there was a con- 
siderable degree of reactivation in the animal body even 
when BAL was given 4 hours later. This difference in 
reactivation is explained by the very rapid adsorption of 
influenza virus A on to the living tissue cells of mouse 
lungs and it is thought that this adsorption or perhaps 
the rapid penetration of the virus into the cell protoplasm 
removes the virus from the sphere of action of BAL. 
The authors suggest that the technique described can 
be used as a direct measure of host resistance by deter- 
mining the rate of destruction of inactivated bacteria, 
provided standard exposures of cultures and standard 
dosage and intervals of administration of BAL are 
adopted. K. S. Zinnemann 


138. The Production of a Persistent Alteration in 
Influenza Virus by Lanthanum or Ultraviolet Irradiation 
S. E. ByoRKMAN and F. L. HorsFAtt. Journal of 
Experimental Medicine [J. exp. Med.] 88, 445-461, Oct., 
1948. 3 figs., 18 refs. 


Previous workers, principally Hirst in America and 
Burnet in Australia, have shown that the elution of 
influenza viruses A and B from red cells on to which they 
have been adsorbed is probably due to the secretion by 
the virus particles themselves of an enzyme which can 
destroy the receptors. Employing a special technique 
to measure the speed with which elution occurs at room 
temperature the authors of this paper have confirmed 
the fact that the Lee strain of influenza virus B is eluted 
at a much greater speed and more completely than the 
influenza A (PR8) strain. If, however, the virus is 
treated with lanthanum acetate (employed because 
Hammarsten, Hammarsten, and Teorell, Acta med. 
scand., 1928, 68, 219, had shown that lanthanum reacts 
with nucleic acids to form an insoluble complex), elution 
of the Lee strain is markedly slowed, the effects being 
much less in the case of the PR8 strain. In consequence, 
the elution rates of the modified Lee strain and the 
unmodified PR8 strain were indistinguishable. 

Serial passage of the lanthanum-treated viruses through 
eggs indicated that a single treatment with lanthanum 
acetate so modified the characteristics of the virus that 
even after 15 passages of the Lee strain and 7 of the PR8 
strain in the chick embryo there was no sign of reversion 
to the original characteristics of the parent virus. The 
behaviour of the same two strains of virus after irradia- 
tion with ultraviolet light was also studied. Here too 
there was a reduction in elution rate after treatment and 
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this property persisted after egg embryo passage up to 6 
passages. 

The infectivity of the modified strains for both mice 
and chick embryos was not measurably different from 
that of the original strains, and the modified strains 
retained the immunological specificity of the parent 
strains as measured by cross haemagglutinin-inhibition 
tests. 

The authors point out that the effect of lanthanum 
acetate or ultraviolet light is probably due to selective 
action on a mixed population of virus particles, some of 
which differ from others in ability to elute from red cells. 

R. Hare 


139. Reactions Between Influenza Virus and a 
Component of Allantoic Fluid 

P. H. Harpy and F. L. HorsFratt. Journal of Experi- 
mental Medicine [J. exp. Med.] 88, 463-484, Oct., 1948. 
4 figs., 25 refs. 


Although the presence in certain tissues of various 
animal species of substances which inhibit the agglutina- 
tion of red cells by influenza viruses has been described 
by a number of workers, only Svedmyr (Ark. Kemi, 
Mineral. Geol., 1947, 24, 1) has detected the presence of 
such a substance in the allantoic fluid of normal chick 
embryos. 

Preliminary experiments-revealed a progressive increase 
in concentration of inhibitor up to the fourteenth day, 
no determinations being apparently made after that time. 
An inhibitor present in amniotic fluid also increases in 
the same way. The concentration of inhibitor was 
determined by two methods: (1) inhibition of decreasing 
quantities of virus by constant quantities of inhibitor, 
in which the difference was determined between the 
haemagglutination titres of infected allantoic fluid 
diluted in saline and of another series in which part of 
the saline was replaced by normal allantoic fluid from 
14-day-old embryos; (2) inhibition of a constant 
quantity of heated virus by decreasing quantities of 
inhibitor, normal allantoic fluid being progressively 
diluted and the dilution which could inhibit red cell 
agglutination by 4 haemagglutinating units of infected 
fluid being determined. _ It was shown that the inhibitor 
could be deposited to some extent by centrifugation at 
15,000 revolutions per minute, but that it was evidently 
of smaller size than the virus particles themselves. 
Normal allantoic fluid dialysed against buffered saline 
and then heated at various temperatures from 70° to 
100° C. contained measurable quantities of inhibitor 
even after one hour at 100°C. The amount of inhibitor 
was undiminished after one hour’s exposure at pH’s 
varying from 10-7 to 6-3. There was little difference in 
titres at room temperature and 37° C., but there was much 
greater inhibition at 4°C. When heated virus was 
employed, however, there was very little difference in 
the degree of inhibition at the different temperatures. 

Low concentrations of trypsin had little effect on the 
inhibitor but high concentrations of crystalline trypsin 
destroyed it. Crystalline ribose nuclease, purified 
desoxyribose nuclease and hyaluronidase from strepto- 
cocci, testes, or leeches were without effect, but hyaluroni- 


dase made from pneumococci destroyed it as did lithium 
periodate. Hence the substance is probably a muco- 
protein. 

From further experiments carried out to determine 
the mode of action of the inhibitor evidence was obtained 
that the inhibitor combines with the virus and that such 
combined virus is incapable of causing haemagglutina- 
tion. Some of the virus, however, but by no means all, 
subsequently dissociates and the inhibitor left is altered 
so that it no longer inhibits and therefore is not 
demonstrable. Possibly this may explain why all 
attempts to demonstrate inhibitors in infected fluid 
failed. Infected allantoic fluid thus seems to be made up 
of free virus which has not combined with inhibitor, 
virus which has been combined but which has been re- 
leased, virus inhibitor complexes, inhibitor which has 
been inactivated in the process of virus release, and— 
probably in very small quantities—unaltered inhibitor. 

It is of considerable interest that the inhibitor resembles 
closely the inhibitor present in normal human serum and 
described by Francis (J. exp. Med., 1947, 85, 1); the fact 
that it is probably mucoprotein in nature and can be 
inactivated by contact with living virus places it in the 
same category as the mucin receptors on red cells and 
tissue cells which have been postulated by American and 
Australian workers. R. Hare 


140. The Growth of T2 Virus on Ultraviolet-killed Host 
Cells 

T. F. ANDERSON. Journal of Bacteriology {J. Bact.) 56, 
403-410, Oct., 1948. 3 figs., 13 refs. 


This study concerns the interaction of bacteriophage- 
T2 with cultures of Bacterium coli strain B that have been 
subjected to ultraviolet irradiation. It was found that 
with continued irradiation suspensions of Bact. coli 
slowly acquire the ability to inactivate added virus, but 
that as irradiation is continued further this destructive 
ability is lost. That is to say, irradiation, in addition to 
killing the bacterial cells, affects their interaction with 
the virus. In the first place, the killed and damaged host 
cells are unsuitable for virus multiplication, so that the 
added virus is irreversibly adsorbed on to the bacteria 
and is thus inactivated. Secondly, irradiation reduces. 
the cells’ ability to adsorb virus, so that virus added to: 
such damaged cells is able to survive. H. J. Bensted 
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141. Enzymic Activity of Bacteriophage-culture Lysates. 
I. A Capsule Lysin Active against Klebsiella pneumoniae 
Type A 

J. C. Humpuries. Journal of Bacteriology [J. Bact.] 56, 
683-693, Nov., 1948. 17 refs. 


A lysin is present in the residual medium of cultures of 
Diplococcus pneumoniae type A which have been lysed. 
by a M type-specific phage. After filtering the medium 


the phage was removed by heating to 70°C. for 30 
minutes, or by adding 0:5°% formalin, leaving+the lysin 
unaffected. The lysin could be detected and titrated by 
the production of a zone around the site of inoculation 
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of serial dilutions on to an adult-growth film of the host 
organism. The lysin could also be separated from the 
phage by ultrafiltration; it was not toxic to the bacteria, 
which grew well in its presence. The effect of the lysin 
was to produce decapsulation, since bacteria grown in 
its presence lost their agglutinability with type-specific 
M-phase antiserum, at the same time becoming agglutin- 
able with S-phase antiserum. Cells grown in the 
presence of lysin no longer stimulated the formation of 
M-type antibodies when injected into rabbits. Treat- 
ment with lysin also caused a 75% reduction in cell 
volume, indicative of loss of capsule, and conferred 
susceptibility to an S-type phage, presumably by removing 
an impermeable surface layer. The lysin did not destroy 
specific soluble substance prepared from the organism, 
but caused it to be liberated from formalinized cells. 
The lysin was stable for several months at refrigerator 
temperature, and over a wide range of pH; it was com- 
pletely inactivated by heating at 80° C. for 10 minutes. 
It was non-dialysable, and precipitated by 0-4 saturation 
with ammonium sulphate. It also caused decapsulation 
in four other type A Friedlander strains, but not in type B 
or C organisms, or in Aerobacter aerogenes; the activity 
is thus correlated with type-specificity. It is suggested 
that the lysin is an enzyme. [The activity of the lysin 
resembles that of desoxyribose nuclease, which has a 
similar effect on pneumococci; it may have originated 
from the bacteria, being liberated by lysis.] 
D. J. Bauer 


142. The Cultural Differentiation of Paracolon Bacilli 


_ I. G. Scuaus. Bulletin of the Johns Hopkins Hospital 


[Bull. Johns Hopk. Hosp.\ 73, 367-382, Nov., 1948. 
25 refs. 


A medium, designated coli-inhibiting agar or C.I. 
agar, which inhibited growth of typical coliform bacilli 
and of a large number of paracolon bacilli is described. 
Its ingredients are: beef extract 0-5%, sodium citrate 1%, 
sodium desoxycholate 0-25%, sodium thiosulphate 1%, 
trypticase 0-5%, and agar 1-4%, at pH 7-1. Biochemical 
characteristics, correlated with growth or inhibition on 
this medium and on “ difco S.S.’”’ medium, led to the 
following grouping of paracolon bacilli: group I, growth 
inhibited on C.I. and S.S. medium, that is, aberrant 
coliform bacilli (“‘ paracolon Escherichia, paracolon 
Aerobacter, paracolon intermediates”’); groups II, III, 
and IV, growth not inhibited on C.I. and §.S. medium, 
with group II producing H,S and divided culturally 
into three subgroups, group III anaerogenic, and group 
IV malonate-positive. The C.I. and/or S.S. agar are 
recommended not only for the possible classification of 
paracolon bacilli but also for the differentiation of group 
I paracolon bacilli from Salmonella, Shigella, Pseudo- 
monas, and Proteus. Joyce Wright 


143. Further Studies on the Gram Stain 
H. BAKER and W. L. BLoom. Journal of Bacteriology 
[J. Bact.] 56, 387-390, Oct., 1948. 8 refs. 


By the use of a highly viscous solution of desoxyribose 
nucleic acid the authors were able to impose Gram- 
Positiveness on Gram-negative Bacterium coli. De- 


soxyribose nucleic acid is soluble in physiological saline. 
In ‘consequence the washing with distilled water of 
suspensions of Bact. coli treated with desoxyribose 
nucleic acid restores the Gram-negativeness of the 
organism. The imposed Gram-positiveness can be 
retained only if the washing is carried out with normal 
saline. - H. J. Bensted 


144. Bacteriostatic Action of Oximes 
J. D. A. Gray and R. A. LAmBertT. Nature (Nature, 
Lond.] 162, 733-734, Nov. 6, 1948. 


Benzantialdoxime, N-methylbenzaldoxime, O-methyl- 
benzaldoxime, salicylaldoxime, and hydroxylamine 
hydrochloride all show bacteriostatic activity against 
Staphylococcus aureus, B-haemolytic streptococci, Salmo- 
nella typhi, Bacterium coli, Proteus vulgaris, and Bacillus 
subtilis. Hydroxylamine hydrochloride is the most 
active (average limiting factor 1 in 9,000), and benz- 
antialdoxime the least active (1 in 1,000). For each 
oxime, however, the limiting bacteriostatic concentration 
is almost independent of the organism used; these 
oximes are therefore of little use in the production of 
selective media. C. L. Oakley 


145. The Effect of Human Saliva on the Cholera Vibrio 
in vitro: A Pilot Study 

C. E. Dawson and W. BLaGcG. Journal of Dental 
Research [J. dent. Res.] 27, 547-552, Oct., 1948. 2 figs... 
8 refs. 


The authors determined the bacteriostatic activity of 
saliva as part of an investigation of the defence mechan- 
isms of the gastro-intestinal tract which enable certain 
subjects to resist infection by cholera vibrios in spite . 
of their entrance into the body. An antibacterial agent 
against the cholera vibrio, capable of inhibiting growth 
and producing lysis, was present in the saliva of healthy 
subjects. Saliva from cholera patients had little or 
no activity. The agent passed through a Seitz filter, 
was destroyed at 75° C. maintained for 5 minutes, was 
partially inactivated after 24 hours’ incubation at 37° C. 
and after 14 days’ storage at 8° C., and was completely 
inactivated by weak acid. It appears to be an enzyme 
secreted in the saliva (probably lysozyme). 

D. G. ff. Edward 


146. L-Type Variation and Bacterial Reproduction by 
Large Bodies as Seen in Electron Micrographic Studies of 
Bacteroides funduliformis 

W. E. S. Mupp, and J. Journal of 
Bacteriology [J. Bact.] 56, 603-618, Nov., 1948. 34 figs., 
13 refs. 


A process of reproduction occurring in Bacteroides 
funduliformis has been studied by means of the electron 
microscope. In liquid media the organism is pleo- 
morphic; on solid media it forms two types of colonies 
—large, containing bacilli, and small, containing round 
bodies. It thus bears a certain resemblance to organisms 
of the pleuropneumonia group. In preparing speci- 
mens for electron microscopy it was found necessary to 
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suspend the organism in Tyrode’s solution, since it was 
lysed by distilled water. After fixation with formalin, 
phosphotungstic acid, or osmic acid the organisms could 
be washed with distilled water without injury and were 
then ready for examination. Examination of a 9-hour 
broth culture showed that most cells had swellings and 
large round bodies were present. After 24 hours most 
cells had been transformed into large round bodies 3 to 
104 in diameter. By transference to fresh medium 
germination of the round bodies could be studied. 
Several processes emerge from the surface of the body and 
grow into filaments, which then segment and produce 


the ordinary rod-shaped forms. Evidence of internal . 


structure was seen in the organisms in the form of rounded 
masses of dense material; these were noted with all 
methods of fixation, but were more prominent with 
phosphotungstic acid. Attention is drawn to the 
resemblance between the observed method of reproduc- 
tion and that of pleuropneumonia. D. J. Bauer 


147. A Comparative Study of the in vitro Bacterio- 
static Action of Some Simple Derivatives of Furan, 
Thiophene, and Pyrrole 

W. C. Warp and M. C. Dopp. Journal of Bacteriology 
{J. Bact.] 56, 649-652, Nov., 1948. 1 ref. 


It has previously been shown that nitro-derivatives of 
furan have a bacteriostatic effect in vitro; these observa- 
tions have now been extended to derivatives of thiophene 
and pyrrole (the sulphur and nitrogen analogues of furan), 
using the method of testing described previously (J. 
Pharmacol., 1944, 82, 11). In all, 16 compounds were 
tested on Staphylococcus aureus, Streptococcus pyogenes, 
Diplococcus pneumoniae, Salmonella typhi, Bacterium 


coli, and Pseudomonas aeruginosa. No action was 
observed with 2-acetofurane and its semicarbazone, but 


the corresponding 5-nitro derivatives were very active. 
Among the thiophene analogues 2-acetothienone and its 


-semicarbazone were inactive, while the 5-nitro derivative 


of the former compound had an activity of the same 
order as that of the nitrofurans; its semicarbazone was 
restricted in action on account of its low solubility. 
The presence of the nitro group in the 5 position was 
necessary for activity, since 4-nitro-2-acetothienone and 
its semicarbazone were inactive. Among the pyrrole 
derivatives one non-nitrated compound showed activity 
(2-acetylpyrrole semicarbazone), but its 5-nitro derivative 
was inactive. The 4-nitro compound was inactive, and 
5-nitro-2-acetylpyrrole showed only slight activity. 
D. J. Bauer 


148. Biochemical Properties of the Toxins of Clostridium 
novyi and Clostridium hemolyticum 

R. C. Barp and L. S. McCLuNG. Journal of Bacterio- 
logy [J. Bact.] 56, 665-670, Nov., 1948. 9 refs. 


The effect of lecithinase B on the lecithovitellin (LV), 
haemolytic, and lethal values of the toxins was deter- 
mined. With toxins from Clostridium novyi Type A the 
LV and haemolytic values were unaffected; with Type B 
(including the gigas variety) and Clostridium haemolyticum 
the haemolytic values were markedly reduced without 


affecting the haemolysis due to the lecithinase in the 
toxins, showing that an additional haemolytic factor was 
present in the “‘ haemolysin ’’ of the toxins. The lethal 
action of Cl. novyi Type B and Cl. haemolyticum was 
reduced, but not that of the gigas variety. Lethal doses 
above 5 MLD were not, however, tested. The values 
were unaffected when the toxins were concentrated by 
precipitation with ammonium sulphate, except in the 
case of C/. haemolyticum, when the haemolytic and lethal 
values were slightly decreased. P. B. Marshall 


149. The Influence of Sodium Acetate Upon the 
Dissociation of a Strain of Hemolytic Streptococcus 

A. P. MclItroy, A. E. AxeLrop, and R. R. MELLON, 
Journal of Bacteriology [J. Bact.) 56, 547-553, Nov., 
1948. 6 refs. 


A culture of virulent haemolytic streptococcus which 
could be maintained on a veal-heart infusion broth 
medium showed a decrease in mucoid character and 
mouse virulence when transferred serially to a synthetic 
medium A. These characters were maintained when the 
organism was cultured on a more complex synthetic 
medium B. By elimination of the additional factors 
in B it was shown that the essential factor missing from A 
was sodium acetate. Omission of citrate, L-asparagine, 
guanine, pyridoxal, pyridoxamine, xanthine, p-amino- 
benzoic acid, i-inositol, or folic acid from B did not 
affect either growth or ability to maintain the mucoid 
state. On omission of acetate, transformation from the 
mucoid to the smooth phase became evident on the third 
or fourth transfer and was complete by the sixth. 
Morphological changes in the cocci also occurred. The 
mouse virulence of the smooth phase was considerably 
lower. The virulence and mucoid characters were 
completely restored by 10 serial transfers through mice, 
but not by serial transfer in an acetate-containing 
medium. The maintenance of the mucoid state by acetate 
was not due to buffering action. It is concluded that 
the transformation is not a spontaneous mutation but an 
adaptive response to the absence of a vital metabolite. 

P. B. Marshall 


150. Neurotoxic Symptoms Produced in the Syrian 
Hamster (Cricetus auratus) by Diphtherial Toxin 

L. Outrzxi1, L. A. StucZyNsKI, and N. GrossowIcz. 
Journal of Immunology [J. Immunol.) 60, 419-429, Nov., 
1948. 1 fig., 11 refs. 


When forced to use golden hamsters in place of guinea- 
pigs the authors noticed certain differences in the 
reaction of these animals to diphtheria toxin. As a rule, 
diphtheria toxins have a slightly acid reaction of pH 
6:0 to 6:5. To such toxins golden hamsters are about 
three times less susceptible than guinea-pigs in terms of 
MLD 50 ratios. However, when the reaction of diph- 
theria toxin is adjusted during or after its formation to a 
PH range of from 7 to 8-2 the hamsters are as susceptible 
as guinea-pigs and a proportion, varying from 10 to 50%, 
become paralysed although guinea-pigs do not show such 
neurotoxic symptoms. 

Both acid and alkaline diphtheria toxins are neutralized 
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by the same antitoxin. When active immunization is 


attempted with sublethal doses of toxin which induce 


paralysis a certain degree of protection can be obtained 
against the classical lethal action of diphtheria toxin 
though immunization against paralysis is impossible. 
Active immunization with toxoid, however, protects 
against the lethal as well as against the paralytic effect of 
toxin. Toxoids prepared from acid and alkaline toxins 
have the same immunizing effect against the lethal but 
not against the paralytic effect. Toxoids from alkaline 
toxins have a weaker immunizing power than those from 
acid toxins. 

The significance of the investigation lies in the apparent 
ease with which neurotoxic symptoms can be produced in 
experimental animals. This has hitherto not been 
possible with any degree of regularity, probably owing to 
death of the highly susceptible guinea-pigs supervening. 
Furthermore, the results are a contribution to the ques- 
tion of the existence of 2 different diphtheria toxin 
components. While it might appear that there is a 
“ classical ’’ lethal toxin component and a neurotoxic 
one, some of the experiments suggest that the change in 
pH has induced a change in the specific combining groups, 
so that a toxin produces paralysis rather than death and 
possesses a reduced combining power for antitoxin. 

[On the whole the evidence in favour of one single 
toxin is greater than the evidence for two different toxin 
components. The final answer to the question is of 
obvious importance to medical practice.] 

K. S. Zinnemann 
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151. Antibody Formation and Sensitization with the Aid 
of Adjuvants 

J. FrReuD, K. J. THomMson, H. B. HouGu, H. E. Somer, 
and T. M. Pisani. Journal of Immunology [J. Immunol.] 
60, 383-398, Nov., 1948. 7 figs., 11 refs. 


The adjuvants examined were a proprietary substance 
“falba’’, anhydrous lanolin, “ arlacel A’’ (mannide 
mono-oleate), the detergent “tween 80” (poly- 
oxalkylene derivative of sorbitan mono-oleate), 
“lecithin” from soy bean, white beeswax, myricin, 
cholesterol prepared from bovine spinal cord, liquid 
paraffin, peanut oil, killed Mycobacterium tuberculosis, 
which is known to increase the stimulation of various 
antigens, and killed Myco. butyricum and Myco. phlei as 
well as lipid extracts of killed Myco. tuberculosis. The 
antigen used was typhoid vaccine and stimulation was 
measured in terms of increase in titre and of length of 
period during which the increased titre was maintained 
when these various substances were added either alone 
or in various combinations to the typhoid vaccine. Male 
rabbits of 3 to 4 kilo weight received injections of the 
preparations and their sera were examined for the titre 
of H agglutinins by placing the mixtures of serum dilu- 
tions and formalin-killed typhoid bacilli in the refrigerator 
at once and reading the results after 18 hours. 

Antibody formation was increased and well sustained 
when antigen was incorporated in water-in-oil emulsion 
if paraffin oil, falba, lanolin, arlacel A, or myricin with 


cholersterol was used as emulsifying agent. Peanut oil, 
a vegetable oil distinct from the mineral paraffin oil, is 
no substitute for the latter, probably owing to its higher 
rate of absorption. The addition of 0-094 mg. dry 
weight of killed mycobacteria to 300 million typhoid 
bacilli further increases the formation of antibody and 
sustains the titre for a longer period. Lipid extract of 
Myco. tuberculosis has a similar effect. 

Sensitization of guinea-pig skin to picryl chloride 
could only be induced when killed tubercle bacilli were 
added to the emulsion, while lipid extracts of tubercle 
bacilli were ineffective. K. S. Zinnemann 


152. The Antistreptolysin Reaction. (Antistrepto- 
lysinreaksjonen) 

R. SAxHOLM. Nordisk Medicin (Nord. Med.] 40, 2140- 
2142, Nov. 19, 1948. 10 refs. 


The author describes his experiences with the preserva- 
tion of solutions of streptolysin. When the lysin is 
kept in a refrigerator in the unreduced state and then 
reduced with sodium hydrosulphite immediately before 
use the solution will remain potent for 8 months, com- 
pared with less than 2 months when stored in the reduced 
condition under paraffin seal. After reduction the lysin 
is ready for use in 10 minutes, and retains its titre un- 
changed for 3 hours if kept with only a small surface area 
exposed to the air. Under these conditions there is a 
slight fall in titre after 24 hours, and almost complete 
loss of activity after 3 days, whether the solution is kept 
at room temperature or in a refrigerator. The lysin can 
be concentrated from the original culture medium by the 
addition of 429 g. of ammonium sulphate to each litre. 
The precipitate is collected and dissolved in 1/25 of the: 
original volume of pH 7 phosphate buffer and dialysed 
against running tap-water for 18 hours; 9 g. of sodium 
chloride is then added to each litre and the solution is. 
sterilized by filtration. D. J. Bauer 


153. Haemolytic Streptococci and Antistreptolysins in 
Healthy Blood Donors. (Hemolytiska streptokocker och - 
antistreptolysiner hos friska) 

R. LAGERCRANTZ. Nordisk Medicin (Nord. Med.] 40, 
2143-2147, Nov. 19, 1948. 1 fig., 24 refs. 


The relation between the serum antistreptolysin titre 
and the occurrence of haemolytic streptococci in the. 
throat was investigated in 398 healthy blood donors in 
Stockholm during the winter of 1946-47. Histories. 
were taken to determine whether the subjects had 
suffered at any time from diseases attributable to strepto- 
cocci; throat swabs were taken and the throat was. 
examined for the presence of inflammation; the teeth 
were also examined for the presence of caries. The 
swabs were cultured on blood-—agar plates and also on 
Pike’s enrichment medium. In a first group of 89 
subjects the bacteriological diagnosis was made upon the 
appearance of colonies on blood agar; haemolytic 
streptococci were found in 35 subjects. The remaining 
309 specimens were studied more thoroughly by typing 
and examination for soluble haemolysin. Haemolytic 
streptococci were found in 44; only 24 were found on 
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the first agar plate, the remainder being detected after 
enrichment. In 31 instances in which typing was carried 
out the organisms were of group A; in | instance the 
organism was of group B, and in 2 instances the organisms 
were of group C. Haemolytic streptococci were found 
most often in patients with throat infections or those 
who had had such an infection recently (13). The 
antistreptolysin titre ranged from 32 to 800 units, with 
an average value of 100; in 159 sera the titres were 
between 101 and 200, and in 62 they exceeded 200 units. 
Titres were higher when haemolytic streptococci were 
present in the throat, or when there was a history of 
recent upper respiratory-tract infection; there was also 
some correlation with the presence of severe caries. 
The accuracy of the method of determining antistrepto- 
lysin titre is discussed ; with experienced workers there is 
normally an error of +20%. From the values obtained 
it is considered that 320 units should be taken as the 
normal value, at least under conditions in Sweden. 
D. J. Bauer 


154. Aluminium Phosphate as Precipitant of Agglutin- 
able and Non-agglutinable Strains of H. pertussis 

J. UNGAR and P. MUGGLETON. Nature [Nature, Lond.] 
162, 734-735, Nov. 6, 1948. 


Of 45 strains of Haemophilus pertussis examined for 
agglutinability by immune serum and precipitability by 
aluminium and cadmium phosphates and _ acriflavine, 
40 strains were agglutinable to titre and were readily 
precipitable; the remaining 5, all stock laboratory 
cultures, were neither agglutinated to titre, nor pre- 
cipitated by aluminium or cadmium phosphate, though, 
like the others, they were precipitated by acriflavine. 
It is suggested that the two forms differ in surface pro- 
perties, for agglutinable forms are soluble in 0-2N 
sodium hydroxide or 2% sodium desoxycholate, whereas 
inagglutinable forms are unaffected. Long storage or 
alcohol treatment of H. pertussis renders them inagglutin- 
able without altering their precipitability. 

C. L. Oakley 


155. The Inhibition of Pertussis Haemagglutinin by 
Extracts of Erythrocytes 

S. FisHer. British Journal of Experimental Pathology 
[Brit. J. exp. Path.] 29, 357-363, Oct., 1948. 14 refs. 


Since erythrocytes of various species can be agglutinated 
by Haemophilus pertussis the author considered it essential 
to investigate the mechanism of this reaction. The 


methods of preparing the various reagents used and of . 


carrying out the test are given in considerable detail. 
It was shown that a heat-stable lipid soluble in ether and 
acetone could be obtained from the stroma of red blood 
cells which in high solution inhibits the haemagglutinating 
action of pertussis supernates, and it is presumed that 
this substance is the constituent of the red blood cell 
which adsorbs the haemagglutinin. Further suspensions 
of the same fraction agglutinate bacterial suspensions of 
H. pertussis containing haemagglutinins but do not 
agglutinate suspensions of variants of H. pertussis con- 
taining no haemagglutinin. The active extracts contain 


a substance capable of agglutinating erythrocytes of some 
fowls while the presence of small amounts of albumin in 
the suspending fluid neutralizes this haemagglutinating 
action but does not interfere with the action of the 
inhibitor. J. Smith 


156. Immunization Against Louping-ill. Immuniza 
of Man 

D. G. Fr. Epwarp. British Journal of Experimental 
Pathology (Brit. J. exp. Path. 29, 372-378, Oct., 1948. 


The author calls attention to the almost inevitable 
infection of laboratory technicians and others engaged 
either in the investigation of problems associated with 
louping-ill or in the preparation of a vaccine for the 
disease. During the previous 44 years there have been 
at least 11 cases, and during the last 2 years 5 cases of 
infection have been diagnosed in the acute stage by the 
recovery of the virus from citrated blood after its intra- 
peritoneal injection into mice. The author has already 
shown that a vaccine prepared from embryonated eggs 
and used within 7 weeks of preparation can be employed 
to protect sheep. When, however, a similar vaccine was 
given by two successive injections to human volunteers 
antibodies failed to develop in 4 and the antibody titre 
remained constant before and after inoculation in 1. 

A further vaccine was then prepared by making a 10% 
emulsion of infected mouse brain in isotonic buffered 
saline and inactivating the material with 0-2% formalin. 
When 3 volunteers were treated with two doses of this 
vaccine at varying intervals the response was very good 
and their sera were capable of neutralizing between 100 
and 1,000 MLD of the virus. On the basis of the above 
experiments it is suggested that personnel who may have 
contact with the virus of louping-ill should all be 
immunized. J. Smith 


157. Cellular Changes in Rabbits during Antibody 
Formation. I. Response to Eberthella typhosa 

C. McNett. American Journal of Pathology [Amer. J. 
Pathol.| 24, 1271-1287, Nov., 1948. 8 figs., 28 refs. 


The cellular changes are described in skin, lymph nodes, 
and blood during the primary antibody response of 
rabbits to injection of killed typhoid bacilli. In the first 
24 hours there js an infiltration of eosinophil and pseudo- 
eosinophil polymorphonuclear leucocytes. This is in- 
tense in the skin but absent from the blood. In the 
regional lymph nodes this is followed by: (1) prolifera- 
tion of lymphoblasts (2 to 5 days); (2) increase in 
number of basophilic (plasma) cells (5 to 7 days) as 
agglutinins appear; (3) increase in number of large 
lymphocytes (about the 10th day); (4) return to normal. 
These changes in the lymph node are best followed by 
means of stained dry smears made from an emulsion in 
serum of one-half the lymph node. Similar but less 
pronounced changes are found in the lymph nodes on the 
opposite side. In the blood the number of large lympho- 
cytes increased (peak on the 3rd to the Sth day) as the 
count of small lymphocytes decreased. Small granulo- 
mata formed in the skin persisted to the end of the 
experiment. D. M. Pryce 
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158. The Let-down Reflex in Human Lactation 
M. NewTon and N. R. Newton. Journal of Pediatrics 
[J. Pediat.] 33, 698-704, Dec., 1948. 21 refs. 


Ely and Petersen, studying the let-down mechanism in 
cows, postulated that sucking (or milking) stimulated 
nerves in the teat which reflexly released the oxytocic 
principle of the pituitary gland, this substance then 
passing through the blood stream to the breast, 
causing contraction of the perialveolar smooth muscle, 
and forcing the contents of the alveoli into the large 
ducts. Psychic factors such as the preparations for 
milking might also initiate the reflex. 

This paper describes a preliminary investigation to 
discover whether a similar mechanism may be operative 
in human lactation. A normal healthy lactating woman 
of 25 years feeding her 7-month-old infant was studied 
with particular reference to the possibility of inhibiting 
the reflex by distracting the mother and of overcoming 
any such inhibition by the injection of “ pitocin”’. The 
“ distractions”’” used were: (1) immersion of the 
mother’s feet alternately for 10 seconds out of every 30 in 
ice-cold water; (2) a combination of electric shocks and 
rapid series of mathematical questions (this had the 
effect of making “the subject”’’ angry); (3) tying a 
length of gauze tightly round the big toes and pulling 
hard intermittently. By way of control, saline was 
injected instead of pitocin. Distraction and sdline 
injection caused a distinct lowering of the yield and 
pitocin restored the yield almost to normal. No sensa- 
tion of let-down was felt when the breast was emptied by 
apump. In another experiment the effect of pitocin as a 
substitute for suckling was tried; a let-down sensation 
was felt regularly and the yield of milk was normal. 
The authors conclude that Ely and Petersen’s theory of the 
mechanism of let-down in cows holds for lactating 
women also. 

The practical implications are briefly considered, 
namely: (1) that emotional disturbances and pain 
inhibit the reflex and the baby gets insufficient milk; 
(2) that sucking is the primary stimulus which sets off 
the reflex and if the baby is tired or sleepy and does not 
suck vigorously the let-down reflex is not initiated. 
Engorgement then occurs which makes sucking even 
more difficult and thus a vicious cycle is set up which may 
lead to formation of a breast abscess. The timely 
administration of pitocin might avert such a misfortune. 

W. F. Gaisford 


159. The Nitrogen Partition in Newborn Infants’ Urine 

A. BARLOw and R. A. McCance. Archives of Disease in 

[Arch. Dis. Childh.] 23, 225-230, Dec., 1948. 
4 refs. 


The authors collected urine from full-term normal 
male infants during the first few days after birth in order 
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to study total nitrogen excretion and nitrogen partition. 
The infants were subject to regular hospital routine, and 
breast-feeding was started 24 to 36 hours after birth, no 
fluid being given before this. . The results showed that the 
average figure for total nitrogen in urine formed in utero 
was less than 100 mg. per 100 ml. (average adult figure, 
for comparison, was 919 mg.). During the first 72 hours 
after birth, when physiological dehydration was greatest, 
the level of total nitrogen steadily rose to 812 mg. per 
100 ml. When the partition of. nitrogen in normal 
adults’ urine was compared with that revealed in this 
study, it was found that in babies the percentage present 
as urea was lower, and the percentage present as 
ammonia, uric acid, and undetermined nitrogen was 
higher while the creatinine level was about the same. 
The authors discuss the significance of these findings. 
Norman B. Capon 


160. Factors Influencing the Blood Picture of the New- 
born. Studies on Sinus Blood on the First and Third - 
Days 

Q. B. DEMarsu, H. L. ALT, and W. F. WINDLE. Ameri- 
can Journal of Diseases of Children [Amer. J. Dis. Child.] 
75, 860-871, June, 1948. 5 refs. 


The authors investigated the variations in blood 
volume in infants in relation to early and late clamping 
of the umbilical cord, comparing the results obtained 
with sagittal sinus blood with those obtained from use 
of capillary blood from the heel. The average values 
for blood from the sagittal sinus in 10° infants whose 
cords were clamped at birth were: haemoglobin 16-4 g. 
per 100 ml.; erythrocytes 4,820,000 per c.mm.; haemato- 
crit reading 52%; on the third day the mean values were 
17-4 g., 4,760,000, and 50% respectively for 28 infants. 
In the second group the cord was clamped after the 
placenta had separated from the uterus. The mean 
values for 10 infants were: haemoglobin 20-6 g. per 
100 ml., erythrocytes 5,500,000 per c.mm., and haemato- 
crit 60%; on the third day for 25 infants the figures were 
20-8 g., 5,720,000, and 59% respectively. The figures 
were definitely higher when blood from the heel was used. 
In a further 9 infants blood was drawn from both sites; 
again figures were higher with blood from the heel. 
Reticulocytes were also counted. Significant differences 
were not obtained on the first day, but on the third day 
the reticulocyte percentage in infants whose cords had 
been hastily clamped was 5:9%, compared with 2:7% 
after delayed clamping. The icterus index was too vari- 
able for accurate analysis. The authors point out that 
in determining blood standards in the newborn the total 
blood volume is of primary importance. This increases 
by approximately 108 ml. if the cord is clamped late. 
The volume also depends on whether the cord pulsates 
or not at the time of ligature, for when pulsation ends 
blood is driven into the foetal circulation. Hence if 
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the cord is severed directly pulsation ceases the full 
volume of placental blood will not be passed to the 
infant. Finally, the authors show that the site of the 
blood removal for estimation produces another variable. 
J. G. Jamieson 


161. The Physical and Mental Development of Pre- 
mature Infants. A Statistical Survey with a Five-year 
Follow-up 

D. Hirscui, H. Levy, and A. M. Litvak. Archives of 
Pediatries [Arch. Pediat.| 65, 648-653, Dec., 1948. 
20 refs. 


Prematurity is still the chief cause of infant mortality. 
Infants admitted to a nursery for premature babies 
between 1942 and 1946 were studied. Their weights at 
birth varied from 694 g. to 2,000 g. The mortality rate 
was 24-1%, and was higher for males than for females. 
The death rate varied inversely with the weight groups of 
the babies. The causes of death included cerebral 
haemorrhage, atelectasis, erythroblastosis foetalis, 
haemorrhagic disease of the newborn, intestinal obstruc- 
tion, aspiration pneumonia, and bronchopneumonia. The 
authors point out that the physical and mental develop- 
ment of these children is slightly delayed but is ulti- 
mately normal—for example, the males reach a normal 
weight by the end of 3 years and the females by the end of 
one year and they are all slower in walking and talking 
than are full-term infants. 

[In spite of recent advance in the care of premature 
infants the death rate has not decreased. The very small 
babies weighing 1,000 g. present the greatest problem. 
Abramson has grouped the causes of mortality into: 
diseases of the mother; duration of labour and obstetrical 
procedures; use of drugs in labour; disease of the baby; 
and after-care of baby. It is emphasized that the obste- 
trician and the pediatrician have each their part to play 
in bringing about a decrease in the mortality rate. 

B. S. P. Gurney 


162. Growth of the Preschool Child in London 
A. T. Gore and W. T. PAtmer. Lancet [Lancet] f, 
385-387, March 5, 1949. 1 fig. 


This investigation was undertaken to supply the 
medical officers of clinics with data on weights and heights 
of children under school age,, until a comprehensive 
survey could be made of the country generally. Measure- 
ments were taken in four London boroughs, and it is 
thought from evidence obtained of social conditions 
that samples representative of all London have been 
obtained. The survey included 2,881 boys and 2,803 
girls and the measurements were taken from records 
kept by the four borough medical officers. In a table 
graduated mean weights are given and the authors state 
that data extracted from this table would be more useful 
for clinic work than a normal single curve of average 
weight. [At one year the weight for boys is slightly 
below that of a 1940-2 Glossop survey (23-13 Ib.; 
10-5 kg.) and slightly above that of the girls in the 
Glossop survey (20-56 Ib.; 9-3 kg.).] Another table 
gives the actual averages of the measurements of height, 
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but the authors consider the number measured (921) too 
small to be of any great value; however, as reliable 
height measurements are not readily available for very 
young children, the figures should prove useful, 
(Workers in clinics will find these tables valuable for 
reference purposes. ] E. H. M. Milligan 


163. Stimulation of Growth in Boys by Sublingual 
Testosterone Therapy 

W. C. DEAMER. American Journal of Diseases of 
Children (Amer. J. Dis. Child.] 75, 850-859, June, 1948, 
7 figs., 4 refs. 


Five boys, undersized and with a greatly retarded bone 
age, were treated with methyl testosterone orally (as 
“* linguets ’’) for from 12 to 22 months. They were 
thought to fall into the primary pituitary deficiency 
group. Their ages were 14}, 14}, 14}, 104, and 8 years 
—with bone ages of 94, 7, 114, 64, and 34 years respec- 
tively. Following a year of treatment (with doses varying 
from 3? to 124 gr. (250 to 832 mg.) daily, depending on 
the success obtained in growth stimulation and on the 
tolerance (as judged by the frequency of erections) the 
average gain in weight was in all cases more than three 
times that which had occurred in the 12 months preceding 
treatment. Increase in height and in genital development 
also occurred. 

The possible danger of arresting growth too soon is 
discussed, and the author points out the importance of 
choosing only those boys with considerably retarded 
bone age and the desirability of discontinuing treatment 
when, and if, the bone age catches up with the chrono- 
logical age. Even if these boys are not ultimately taller 
as the result of treatment, the effect of “ borrowing” 
additional inches ahead of time was psychologically 
important. W. F. Gaisford 


164. Infantile Diarrhoea and Vomiting. A Review of 
456 Infants Treated in a Hospital Unit for Enteritis. 

M. B. ALEXANDER. British Medical Journal (Brit. med. 
J.) 2, 973-978, Dec. 4, 1948. 5 refs. 


This review of work at the North-Eastern Fever 
Hospital, London, covers the 2 years 1945-46, and deals 
with infants under 1 year old. They were nursed in two 
wards, each capable of accommodating 25 patients, 5 in 
single cells, 6 in double cells, and 14 in 5 bays, each of 
which could house up to 4 cots. All patients were 
barrier-nursed, though shortage of nurses precluded use 
of separate nurses for changing and feeding. Previous 
observations had shown a four-fold relapse rate amongst 
patients nursed in open wards compared with those in 
single cells. 

Treatment was along the conventional lines previously 
described by the author (Alexander and Eiser, Brit. 
med. J., 1944, 2, 425); in an initial period half-strength 
Hartmann’s solution was given, either orally, or, where 
dehydration was severe, by vein; strengths of milk feeds 
were then gradually increased. Gastric drip feeding 
was tried in 22 cases but abandoned thereafter. Chemo- 
therapy (with sulphadiazine or sulphamezathine and 
penicillin) was given where parenteral infection was 
suspected. 


Parenteral infection was found on admission in 238 
infants (52%), appearing later in a further 46 infants; 
there remained 172 with no signs of parenteral infection. 
In 76 this infection was suppurative otitis media, myringo- 
tomy being performed in 49 cases and mastoidectomy 
in4. In 17 of 22 fatal cases necropsy was performed and 
in only 1 of these was pus present in the middle ear. 
Statistical analysis gives only weak support to an associa- 
tion between dehydration and parenteral infection and 
this series does not support the view that parenteral 
infections are a major factor in the causation of diarrhoea 
and vomiting. Of the 456 infants, 146 were dehydrated 
on admission, a further 112 becoming so later. There 
were 22 deaths, including 7 in which a severe parenteral 
infection was a major factor, 4 in which the infant was 
moribund on admission, and 2 or possibly 3 in which 
excessive amounts of intravenous fluid were given. The 
fatality rates during the four successive 6-month periods 
were 11-3, 2-4, 2-4, and 3-5%; the lowered fatality rates 


after the first 6-month period are attributed to the train- 


ing of the nursing staff. It is concluded that much could 
be done to lower the mortality from this disease by the 
provision of special units, staffed by trained doctors and 
nurses, where all infants could be nursed in separate 
cells. Douglas Gairdner ~ 


165. An Outbreak of Nausea, Vomiting and Diarrhea on 
a Maternity Service; Transmitted to a Child Caring 
Institution and to Private Homes 

H. ABRAMSON and H. T. Fuerst. Pediatrics [Pediatrics] 
2, 677-684, Dec., 1948. 2 figs., 23 refs. 


The authors describe an outbreak of epidemic nausea, 
vomiting, and diarrhoea in a maternity hospital, 33 
mothers being affected out of a total of 600 exposed. 
A week after the appearance of the first case a baby 
became ill with diarrhoea, and subsequently 114 infants 
out of 586 exposed acquired the disorder. The infection 
also spread to nurses in charge of these patients, and then 
to the residents of an institution for child care and to the 
occupants of a near-by tenement house. The infection 
was a mild one. The duration of the illness among the 
newborn babies was from 2 to 4 days, and no complica- 
tions or deaths occurred. The authors emphasize that 
this is a very different picture from that of epidemic 
gastro-enteritis. Bacteriological studies were negative. 

R. S. Illingworth 


166. The Etiology of Ekiri, A Highly Fatal Disease of 
Japanese Children 

K. Dopp, G. J. BuppINGH, and S. Rapoport. Pediatrics 
[Pediatrics] 3, 9-19, Jan., 1949. 5 refs. 


Ekiri is a highly fatal disease of Japanese children and is 
prevalent in the summer months. In 1939, over 30,000 
cases were reported. Ekiri affects children between the 
ages of 2 and 6 years and is characterized by the sudden 
onset of high fever, diarrhoea, vomiting, and convul- 
sions. The course is short, death often occurring in 
from 4 to 48 hours from the onset. Those surviving the 
first 48 hours usually recover. The death rate varies 
between 30 and 60%. In many of the children dysentery 

M—E 
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organisms may be recovered from the stools, Shigella 
sonnei being the most commonly identified. The high 
fatality rate, the predominance of convulsions, and in 
many cases the failure to isolate an organism had led the 
Japanese to think that ekiri was not dysentery, or that 
some accidental factor was involved. 

In summer, 1947, the disease was studied under the 
auspices of the Japanese Institute of Health and the 
Supreme Command of the Allied Forces, cases being 
observed in the 5 infectious diseases hospitals in Tokyo. 
Most of the children were dehydrated, and hyperventila- 
tion accompanied by mental confusion was usually 
present. Facial and limb muscles were seen to twitch, ~ 
Handling of the limbs was painful and often induced 
muscle spasms. Generalized convulsions occurred 
spontaneously or in the course of examination. Clini- 
cally, the muscle spasms, twitching, and convulsions were 
considered to be manifestations of tetany. Chvostek’s 
and Trousseau’s signs were elicited with ease. After the 
acute stage, some children rapidly improved. The 
temperature fell, diarrhoea diminished, and vomiting 
ceased but tetany was still present. Others became 
comatose and convulsions became more frequent. 
They eventually died from peripheral circulatory collapse 
and cerebral anoxia. Several children with dysentery 
rather than ekiri also had signs of tetany, but the out- 
standing difference between the two groups was the 
severity of the tetany rather than the severity of the 
dysentery infection. The prognosis in the dysentery 
group was good. 

The response to 5 ml. of a 10% solution of calcium 
chloride given intravenously was dramatic. Tetanic 
symptoms ceased rapidly. Adequate intravenous fluids, 
sulphathiazole, and repeated injections of calcium 
chloride were successfully used in treating the early cases 
of ekiri. Once the stage of circulatory collapse was 
reached the response to treatment was poor. 

Of 106 patients, the stools of 95 yielded dysentery 
organisms—42 Shigella sonnei, 32 Shig. flexneri, 20 Shig. 
ambigua, | Shig. dysenteriae. Of 29 necropsies 24 showed 
ulceration of the large bowel typical of bacillary dysentery. 
In 5 no evidence of dysentery was found; in 3 of these no 
cause of death was found, but one had pneumonia and 
one had cystitis. In most the lungs were oedematous and 
many showed emphysematous changes. The brain was 
oedematous but the heart was usually normal. 

Of 34 patients with ekiri, 16 had serum calcium levels 
below 8 mg. per 100 ml. and 13 between 8 and 9 mg. per 
100 ml. None had a level above 10 mg. per 100 ml. 
Of 41 patients considered to have dysentery, in whom 
the tetanic symptoms were less severe, only 2 had a 
serum calcium level below 8 mg. per 100 ml. The 
carbon dioxide content of the serum was decreased in 17 
patients examined, while the serum pH was within normal 
range. Non-protein nitrogen concentration in the blood 
was above the normal; this was considered to be due to 
severe dehydration. The predisposition of Japanese 
children to’severe tetany is probably caused by the very 
low intake of calcium in the diet. Signs of latent tetany 
were found in several supposedly healthy children to- 
gether with correspondingly low serum calcium levels. 
Radiography of the long bones in healthy children and in 
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those with ekiri showed no changes typical of rickets, 
but in some there was generalized osteoporosis. It is 
Suggested that the age distribution of ekiri can be 
explained by the low calcium intake in the period of rapid 
bone growth from 2 to 6 years of age. It is concluded 
that ekiri is usually bacillary dysentery complicated by 
tetany, but the diagnosis may also apply to children 
suffering from other infections together with tetany. 
L. M. Rose 


167. Human Toxoplasmosis in England. Report of a 
Case 


N. M. Jacospy and L. SaGorin. Lancet [Lancet] 2, 
926-928, Dec. 11, 1948. 2 figs., 30 refs. 


The authors record the first case of congenital toxo- 
plasmosis to be described in England. The patient was 
a male infant aged 4 months who was admitted to hospital 
for investigation of persistent crying, anorexia, and an 
enlarged head. The parents and 3 other children were 
healthy. The patient had hydrocephalus, and slight 
proptosis of both eyes with deviation to the left and 
nystagmus. There were extensive chorioretinitis and 
optic atrophy. Radiography of the skull showed 
thinning of the bones and small focal areas of calcifica- 
tion, and one curvilinear streak. The mother’s serum 
had a positive antibody-neutralizing capacity of 25 skin- 
reactive doses, whereas that of the infant gave a weak or 
dubious positive reaction. The condition of the infant 
remains unchanged. Animal inoculation of gastric 
washings, blood, and cerebrospinal fluid did not reproduce 
the disease. 

Human toxoplasmosis has been recognized only since 
1939, but increasing numbers of cases are being reported 
in various parts of the world. The disease may be 
commoner in England than is supposed, and the diagnosis 
should be entertained in cases of chorioretinitis and in 
obscure cases of encephalitis and chronic meningitis. 

Geoffrey McComas 


168. Acute Diarrhoeas in Infancy. Treatment with 
Sulphonamides. (Las diarreas agudas en la infancia. 
Tratamiento por las sulfadrogas) 

A. CASTELLANOS, J. Diaz RousseLot, R. VALDEs Diaz, 
and O. Garcia. Revista Cubana de Pediatria (Rev. 
cubana Pediat.| 20, 691-725, Dec., 1948. 3 figs. 


The authors survey the literature on the bacterio- 
Static action of various sulphonamides upon dysentery 
bacilli and the different Salmonella strains. They used 
sulphadiazine as the least toxic, and the less absorbable 
sulphaguanidine, ** sulphasuxidine”’, and phthalylsulpha- 
thiazole in the treatment of 70 children of whom 35 were 
suffering from dysentery, 34 from a salmonella infection, 
and from 1 Pseudomonas aeruginosa was isolated. In 
dysentery best results were obtained with sulphadiazine. 
In cases treated with a combination of sulphadiazine and 
one of the insoluble sulphonamides there was a delay in 
clinical recuperation, but sulphaguanidine or sulpha- 
suxidine alone produced a more rapid improvement. 
In salmonella infections the most rapid recovery was 


achieved with phthalylsulphathiazole. The result of 
combining sulphadiazine with sulphaguanidine or 
sulphasuxidine was less satisfactory. For patients who 
harbour in the intestine sulphonamide-resistant strains 
the use of streptomycin or parenteral vaccination is 
recommended. Franz Heimann 


169. The Squeezogram: An Objective Method for 
Recording the Course of Chorea 

J. J. CoHEN and J. Dancis. Journal of Paediatrics {J. 
Pediat.) 33, 564-569, Nov., 1948. 4 figs., 9 refs. 


A simple graphic method for recording the severity of 
choreiform movements is described. The apparatus 
consists of a small soft rubber bulb connected to a 
tambour by rubber tubing; changes in pressure on the 
bulb are transmitted to the tambour and recorded by a 
needle on a smoked drum. A horizontal line is drawn 
on the drum and the needle adjusted so that it rests about 
1 cm. below the base-line. The patient is instructed to 
squeeze the bulb so as to bring the needle up to the base- 
line and maintain it at that level. Separate tracings of 
the performance of each hand are taken. 

In control tests with a normal adult and a 9-year-old 
patient with rheumatic fever but no chorea, the subjects 
were able to bring the needle up to the base-line and 
keep it there with small variations during the 90-second 
revolution of the drum. With choreic patients the 
typical irregular movements are well demonstrated; no 
changes attributable to the influence of practice occurred. 
The course of the disease is well followed by serial 
“* squeezograms ”’ except in cases where the movements 
affect other parts of the body. 

The paper includes tracings from cases. of delirium 
tremens and Parkinson’s disease, in which the movements 
are fine and regular. P. T. Bray 


170. Antecedents of Infantile Cerebral Palsy 
P. R. Evans. Archives of Disease in Childhood {Arch. 
Dis. Childh.] 23, 213-219, Dec., 1948. 17 refs. 


This is a study of 114 cases of infantile cerebral palsy 
with special reference to clinical findings and to the 
history supplied by the mother and by the doctor or 
midwife present at the birth. In 17 cases the condition 
seemed to be ascribable to a known or at least a probable 
cause, such as hydrocephalus, meningitis, encephalitis, 
haemolytic disease, and haemorrhagic disease. Of the 
remaining 97 cases, 38 were examples of spastic para- 
plegia or tetraplegia and 38 were classified as athetosis; 
the paper deals mainly with these two groups. The 
author found that prematurity was common in both 
groups, especially in the spastic cases; and that such 
factors as obstetric analgesia, forceps delivery, neonatal 
asphyxia, and convulsions were noted with greater 
frequency in the histories of the athetotic patients than in 
a control group of 50 children. On the other hand, 
neither spasticity nor athetosis seemed to be related to 
family history of the disease, parental consanguinity, 
parental age, or maternal health during pregnancy. 

Norman B. Capon 


Medicine : 


171. Urinary Excretion of Amino Acids Following the 
Rapid Injection of a Solution of Amino Acids in Man 

R. D. EckuHarpt and C. S. Davipson. Journal of 
Clinical Investigation [J. clin. Invest.] a, 727-736, 
Nov., 1948. 5 figs., 22 refs. 


In this work experiments were carried out to determine 
the amount of urinary loss taking place when amino- 
acids are injected direct into the blood stream. The 
experiments were made on healthy male medical students 
or interns. The preparation used was a mixture of 
amino-acids considered essential to man—namely, 
arginine, histidine, isoleucine, leucine, lysine, methionine, 
phenylalanine, threonine, tryptophan, valine. Other 
amino-acids were present in the solution but were not 
assayed. The preparation was made by the complete 
acid hydrolysis of casein, with methionine, tryptophan, 
and glycine added. The relative and individual con- 
centrations of the ten “‘ essential’? amino-acids were 
determined by microbiological assay and were found to 
represent 64% of the total amino-acid nitrogen present 
in the solution. The amount injected in each case was 
500 ml. containing 50 g. amino-acids, and was given 
without glucose to the subjects while fasting. 

The experiments showed an average loss from excretion 
into the urine of 4-3% of the ten assayed amino-acids, 
and 9-5°% of the total amino-acid nitrogen administered. 
[The difference between the two figures was accounted 
for by the amino-acids not assayed in the mixture.] The 
essential amino-acids had therefore been preferentially 
retained by the subjects, while the less valuable amino- 
acids had been more freely excreted into the urine. 
The individual urinary loss of each essential’ amino-acid 
was determined. The subjects excreted fairly large 
percentages of administered threonine and _ histidine, 
intermediate percentages of tryptophan and lysine, and 
smaller percentages of the other amino-acids. With 
rapid administration of the mixture the urinary loss was 
somewhat higher, and the differential excretion less 
pronounced, than with a slow infusion. 

Further experiments showed that, when protein was 
given orally, 0-4% of the ingested amino-acid nitrogen 
was excreted into the urine, compared with the figure of 
9% urinary loss following the intravenous injection of the 
amino-acid mixture. The authors suggest that this 
finding does not significantly alter the value of this 
method of feeding, when parenteral administration of 
protein is indicated, as the body retains for metabolic 
purposes more than 85% of the hydrolysed protein given. 
The authors further point out that for purposes of 
intravenous injection a preparation containing amino- 
acids alone has decided advantages over one obtained by 
partial hydrolysis of protein. Reduced incidence of 
anorexia and nausea is seen; there is freedom from 
danger of allergic reactions resulting from polypeptides 


General 


[although these are rare]; and, since the composition of 
the amino-acid preparation can be controlled, the urinary 
loss of the individual amino-acids can be measured. 

R. P. Foggie 


172. Gargoylism (Lipochondrodystrophy) 

M. A. Green. Journal of Neuropathology and Experi- 
mental Neurology [J. Neuropath. exp. Neurol.) 7, 399-417, 
Oct., 1948. 9 figs., bibliography. 


This paper contains a histopathological study of the 
brain in a case of gargoylism. The author’s findings 
correspond with those reported in 1937 by. Ashby, 
Stewart, and Walkin (Brain, 60, 149) and consist of 
widespread accumulation of lipid material in the nerve 
cells with secondary changes in the neurologia and myelin 
sheaths. J. St. C. Elkington 


173. Tropical Anhidrotic Asthenia. Its Definition and 
Relationship to Other Heat Disorders 

J. P. O’Brien. Archives of Internal Medicine [Arch. 
intern. Med.) 81, 799-831, June, 1948. 39 refs. 


This paper contains, in addition to the author’s own 
observations on Australian soldiers stationed in the South 
West Pacific, a review of other literature on the newly 
recognized syndrome of “* tropical anhidrotic asthenia ”’, 
also known as “ thermogenic anhidrosis’’ or “ heat 
exhaustion type II ”’. 

After a few months in the tropics the patient develops 
an attack of miliaria (prickly heat) which may or may 
not be severe. After a further short latent period whilst 
working in the heat of the day the patient develops 
symptoms characteristic of excessive fatigue: exhaustion, 
frontal headaches, giddiness, cardio-respiratory distress, 
dimness of vision, and perhaps syncope. The skin feels 
hot and tense and the temperature may rise to 100° F. 
(37-°8° C.). Apart from some sweating of the forehead 
and face the body is completely anhidrotic, a character- 
istic “* goose-flesh like ’ rash being associated with some 
enlargement of axillary and inguinal lymph nodes. 
These manifestations pass off when the patient retires 
to a cool place and the whole disease is self-limited, 
lasting for a few weeks only. It is thought that this 
syndrome is caused by obstruction of sweat glands with 
compensatory hypertrophy of the unaffected glands 
leading to a breakdown in sweat mechanism and thus 
affecting the fluid balance of the body. This alteration 
in the fluid balance predisposes the individual to heat 
exhaustion and heat hyperpyrexia. The author dis- 
cusses at length the aetiology, pathology, pathogenesis 
of clinical features, and relation of this syndrome to 
other well known tropical heat disorders. [For details 


the article should be consulted by all interested in tropical 
medicine. ] 


S. Karani 
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ALLERGIC DISORDERS 


174. Studies on Blood and Tissue Histamine. III. 
Distribution of Histamine and Antihistamine Drugs in the 


Organs of Normal Animals and Animals in Anaphylactic | 


Shock. (Estudios sobre la histamina en la sangre y en 
los tejidos. III. Distribucién de la histamina y de los 
antihistaminicos en los érganos en el animal normal y en 
el choque anafilactico) 

C. Jiménez D1az, J. PeRtANes, E. ARJONA, M. AGUIRRE, 
and L. Lorente. Revista Clinica Espafiola (Rev. clin. 
esp.] 31, 165-169, Nov. 15, 1948. 2 figs., 19 refs. 


Histamine was estimated by the authors’ own method 
(Rev. clin. esp., 1948, 31, 29) in the organs of 5 healthy 
guinea-pigs and 4 healthy rabbits and of those of 4 
guinea-pigs and 5 rabbits submitted to an anaphylactic 
shock. The following table gives the average proportion 
of histamine in percentages: 


Guinea-pigs Rabbits 
n Ana- In In 
Normal | phylactic | Normal Acute Attenuated 

Shock Shock Shock 
Blood .. 1-75 3-55 6:19 1-55 1-83 
Spleen .. 14-80 31-00 81-52 48-70 71-60 
Lung .. 75-40 38-40 9-48 36°35 16-09 
Liver .. 8-60 26-70 1-22 9-80 8-26 


The figures show that in guinea-pigs histamine is dis- 
placed from the lungs and is driven into other organs, 
mainly spleen and liver. In rabbits the level decreases 
in the spleen and the blood, but increases in the lung 
and the livet. When an antihistaminic substance— 
“* pyribenzamine ’’—is administered, it collects mainly in 
the liver and the lungs; during anaphylactic shock it 
is displaced into the spleen. No satisfactory explanation 
of these phenomena has yet been found. A. Lilker 


175. Some Aspects of the Action of Histamine 
Antagonists 

W. A. Bain, F. F. HELLER, and R. P. WarIn. Lancet 
[Lancet] 2, 964-969, Dec. 18, 1948. 9 figs., 22 refs. 


Studies on the quantitative modification of the intra- 
dermal histamine reaction by oral administration of the 
antihistamine drugs “ benadryl”, anthisan”’, and 
“3,277 R.P.” are described. Special attention is paid 
to the variation in effective dose, duration of action, and 
incidence of reactions. The histamine reaction is pro- 
duced on the volar surface of the arm by an intradermal 
injection of 0-5 ml. of 0-01% w/v histamine acid phosphate 
in saline. The flare and wheal areas are calculated from 
the mean radius of each reaction, as obtained from the 
average of two diameters, measured at right-angles. 
These diameters are determined 5 to 10 minutes after the 
injection of each dose. 

Observations were carried out on 11 men, and their 
intradermal histamine reactions were measured before, 
and at intervals after, a single oral dose of 100 mg. of 
benadryl. After a week’s rest the observations were 
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repeated with anthisan, 200 mg., and after a further week 
with 3,277 R.P., 50 mg. Statistical analysis of the 
results shows that the effects and duration of action of 
these three drugs vary considerably. Benadryl is 
relatively weak and short-acting, anthisan and 3,277 R.P, 


_ are potent and long-acting. There is considerable 


variation in the response of different people to ‘anti- 
histamine drugs. Resistant persons show a response 
after suitable increase of dosage, the chief limiting factor 
to such an increase being unpleasant reactions. The 
incidence and type of such reactions for each drug are 
described. 

Further observations were carried out on 20 patients 
with chronic urticaria. The modification of the reaction 
was found to parallel closely the response of the urticaria. 
There was great variation from one person to another in 
the dose required to suppress urticaria and in the duration 
of response. The authors feel that many of the reported 
failures in the treatment of urticaria with antihistamine 
drugs occurred in patients resistant to the drugs, and 
that higher doses might have produced more satisfactory 
effects. 

The results are discussed, with special reference to the 
difference in potency and duration of action of the 
different drugs and the variation in response from one 
person to another. Local application tests, carried out 
on a series of medical students, suggest that this difference 
in duration and action is not simply due to differences in 
the rates of excretion or detoxication, but is probably 
due to differences in the “‘ firmness of fixation ” of each 
drug by the tissues. Vera Winterton 


176. Allergic Changes in Erythrocytes. (K sompocy 
06 SpHTPOUMTOB) 
A. I. MALININ. Apxus Ilatronoruu [Arkh. Patol.) 10, 
No. 6, 24-28, Nov.—Dec., 1948. 1 fig., 14 refs. 


Can antibodies be found on the surface of erythrocytes ? 
Experiments on dogs and guinea-pigs showed that: 
(1) the antigen-fixation coefficient of erythrocytes 
increases by over 100% as a result of sensitization; 
(2) erythrocyte sensitivity to antigen is raised in the 
course of sensitization; and (3) the injection of washed 
and haemolysed red cells into the peritoneal cavity of 
another animal transfers passively the sensitization in 
full strength. Red cells cannot of course produce 
antibodies themselves but adsorb them from the surround- 
ing plasma. L. Crome 


177. Histamine Antagonists. A Comparative Study of 
Their Effect on Histamine and Allergic Skin Wheals 

E. ScHwartz and J. Woxr. Journal of Allergy [J. 
Allergy] 20, 32-49, Jan., 1949. 23 figs., 6 refs. 


An antihistaminic drug, when applied to the skin 
10 minutes before 1 in 1,000 histamine or other wheal- 
producing agents, will inhibit or diminish the size of 
the wheal. This observation was applied experimentally 
to test the effectiveness in altering the wheal produced 
by histamine or by ragweed in a sensitive patient. The 
7 antihistaminic drugs tested all gave very similar results. 

A. W. Frankland 
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178. Intranasal Application of Buffered Tripelennamine 
(Pyribenzamine) Solution in Allergic Rhinitis. A Pre- 
liminary Report 

J. Brem and J. Zonis. Journal of Allergy [J. Allergy] 20, 
10-73, Jan., 1949. 2 refs. 


Over 90% of 81 patients with allergic rhinitis obtained 
good symptomatic relief for 1 to 24 hours with the 
intranasal instillation of a buffered 0-5% solution of 
2 pyribenzamine ”. A few patients complained of a 
slight stinging sensation in the oropharynx. 

A. W. Frankland 


179. Effects of Benadryl on Systemic Manifestations of 
Cold Hypersensitivity 

J. E. Roruscuitp. Journal of Allergy [J. Allergy] 20, 
62-65, Jan., 1949. 1 fig., 8 refs. 


When “ cold allergy’ is present it is presumed that 
the symptoms are produced by the release of histamine- 
like substances. If this is.so, an antihistaminic agent 
should alleviate the symptoms. Experimentally, when 
testing a sensitive patient, it was found that the hyper- 
sensitivity was reduced by “ benadryl”. . 
W. Frankland 


180. Skin Sensitivity to Streptomycin 
S. W. Simon. Journal of Allergy [J. Allergy] 20, 56-61, 
Jan., 1949. 2 figs., 6 refs. 


Cases of streptomycin-sensitivity occurring 4 months 
after daily handling are described. Patch testing with 
1% solution of streptomycin is advised, since it was 
found that in known sensitive cases 0-1% was too weak 
while 25% solutions were too strong. Intradermal tests 
are considered unreliable. The treatment recommended 
is 2%% ‘“* pyribenzamine ’’ cream to the skin lesions and 
50 mg. of pyribenzamine by mouth four times a day. 

A. W. Frankland 


181. Antagonist Drugs in Asthma in Childhood. [In 
English] 

A. P. NorMAN and F. Wrictey. Acta Allergologica 
[Acta allergol., Kbh.] 1, 382-387, 1948. 7 refs. 


The effects on 58 children suffering from bronchial 
asthma of treatment with 4 “ antagonist’ drugs were 
carefully observed. The ages of the children ranged from 
2 to 11 years. Children with complicating gross in- 
fections were excluded from the series. The diagnosis 
of bronchial asthma was based on symptoms, signs, and 
past history. Intradermal tests were performed for dust 
and pollen. A family history of allergic diseases was 
not commonly found. Treatment was carried out with: 
(1) Nicotinamide, selected because Dainow (Dermato- 
logica, 1945, 91, 295) reported that it had antihistamine 
properties. Given to 7 cases in doses of 25 mg. thrice 
daily it was without effect. (2) Allyl pethidine, tried 
because pethidine had been used in asthma for its spasmo- 
lytic properties and the antihistamine activity of allyl 


. pethidine was greater than that of pethidine. It was 


given to 11 children in doses of 2 mg. per Ib. (0-45 kg.) 


body weight per day, in 3 divided doses. The results 
were disappointing and the trial was discontinued. 
(3) “‘ Benadryl.” (4) ““S 131”, an experimental com- 
pound on which reports have not previously appeared, 
is ’-diethylaminoethyl, «,«-diphenyl-«(8’’-dimethyl- 
aminoethoxy-acetate). The dose of benadryl and of 
S 131 was 2 to 3 mg. per Ib. per day, generally in three 
doses. Both drugs have spasmolytic and histaminolytic 
properties, the former being greater in S 131 and the 
latter predominating in benadryl; 43 cases were treated 
and the drugs were shown to be of benefit in some cases 
and of marked benefit ina few. The increase in spasmo- 
lytic activity was not shown to be of added value. S 131 
did not give rise to any side-effects. Kate Maunsell 


182. Failure of Antihistamine Drugs to Inhibit 
Hyaluronidase in vitro 

E. J. MOYNAHAN and D. Watson. Nature [Nature, 
Lond.] 163, 173, Jan. 29, 1949. 1 fig., 8 refs. 


The enzymatic activity of hyaluronidase preparations 
obtained from rabbit and rat- testes was measured in a 
viscosimeter at 34°C. Solutions of 0-003, 0-033, and 
0-33% of “ antistine”’, benadryl”’’, pyranisamine ” 
(“ anthisan”’), and “ pyribenzamine”’ were tested for 


‘possible anti-hyaluronidase activity. There was no 


evidence of any such effect in these in vitro experiments, 
and it is suggested that the positive result obtained by 
some authors in experiments in vivo may be due to a 
non-specific process. H. Herxheimer 


183. Hydrolyzed Oral Hay Fever Antigens 

H. M. Feinstatr and E. A. FerGuson. New York 
State Journal of Medicine (N.Y. St. J. Med.) 48, 2720- 
2723, Dec. 15, 1948. 11 refs. 


Oral treatment of hay-fever has been attempted for 
over 30 years, but gastro-intestinal upsets have made the 
method largely impracticable. The authors, by hydro- 
lysis of mixed pollens, obtained not only exceedingly 
good clinical results from administration of such pollens 
but also complete absence of reactions even with large 
doses. 

[The authors give no details of their method of hydro- 
lysis other than saying that ‘* mild acid and mild alkaline 
hydrolysis must be used in order to prevent complete 
disruption of the allergins ’’.] A. W. Frankland 


184. On the Demonstration of Complement-fixing — 
Antibodies Against Sulphonamides and Sanocrysin. 
Experimental and Clinical Investigations. [In English.] 

M. JacosBsEN. Acta Allergologica [Acta Kbh.] 
1, 348-375, 1948. 14 refs. 


The authors attempted to demonstrate circulatory, 
complement-fixing antibody against pure sulphonamide 
in man and animals after pre-treatment with sulphona- 
amides. Of 42 rabbits given an intense preliminary 
treatment with pure sulphonamide (sulphanilamide or 
sulphathiazole), 5 showed distinct complement-fixation 
reactions in several different sera when the homologous 
sulphonamide was employed as antigen. Self-inhibition 
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was commoner than the typical complement-fixation 
reaction during and after treatment of the animals. 
Rabbits, pre-treated with sulphonamide-azoproteins 
gave no complement-fixation reaction with pure sul- 
phonamide, whereas there was fixation with the coupling 
product. No complement fixation was found in 
guinea-pigs pre-treated with pure sulphonamides or in 
patients who had manifested allergic symptoms during 
sulphonamide treatment. “ Sanocrysin” also failed 
to produce complement-fixing antibodies. 
Kate Maunsell 


185. Action of Histamine and Synthetic Antihistamine 
Drugs on the Capillary Permeability of the Blood-ocular 
Barrier. (Action de l’histamine et des antihistaminiques 
de synthése sur la permeabilité capillaire de la barriére 
hémato-oculaire) 

B. N. HALPERN, L. GUILLAUMAT, and S. CRUCHAUD. 
Acta Allergologica {Acta allergol., Kbh.] 1, 376-381, 
1948. 1 fig., 8 refs. 


The authors studied the permeability of the blood- 
ocular barrier to fluorescein in the normal rabbit under 
various conditions. They determined the time of 
appearance of fluorescein in the aqueous after intravenous 
injection, by means of a chronograph which checked the 
colour changes in the aqueous. The intensity of 
fluorescence was also measured. Values were deter- 
mined in normal rabbits and then after simultaneous 
injection of histamine and fluorescein. As expected, the 
concentration of fluorescein in the aqueous was greater 
and the time interval was shorter than in the untreated 
controls. The authors then investigated the influence 
of the antihistamine compound “ 3,277 R.P.”’ on the 


appearance of fluorescein in the anterior chamber of the. 


histamine-treated animal. 3,277 R.P., was administered 
subcutaneously 30 minutes after the injection of fluorescein 
and histamine. The effect of the histamine on capillary 
- permeability was nullified. Kate Maunsell 


186. A Clinical and Experimental Study of Isuprel in 
Spontaneous and Induced Asthma 

F. C. Lowe t, J. J. Curry, and I. W. SCHILLER. New 
England Journal of Medicine [New Engl. J. Med.| 240, 
45-51, Jan. 13, 1949. 1 fig., 13 refs. 


This drug, which is better known in Britain as 
* aleudrine ” or “‘ neoepinine was used sublingually as 
an aerosol, and by intramuscular injection. In most of 
the patients observed the vital capacity was determined. 
In 23 patients with spontaneous asthma, with one excep- 
tion, the vital capacity was much increased by inhalation 
of “‘isuprel”’, small increases occurring only in those 
patients in whom the vital capacity did not differ greatly 
fromnormal. Inmostcasestheaction of isuprel by inhala- 
tion was superior to that of adrenaline. In 9 patients in 
whom attacks of asthma were induced by inhalation of 
allergenic extracts isuprel caused a rapid return of the 
vital capacity to normal. Injection of 0-1 mg. of isuprel 
prevented the development of bronchial spasm after the 
intravenous administration of 0-02 mg. of histamine or 
3 mg. of acetyl-8-methylcholine; this protection, how- 
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ever, lasted only about 30 minutes, whereas the same 
amount of adrenaline protected for a longer period, 
Isuprel given sublingually had a positive effect only in 
the milder cases. [The lack of success in the more severe 
cases is possibly due to the protracted administration— 
50 to 70 mg. was given at intervals of 10 minutes during 
1 hour.] H. Herxheimer 


187. The Antigens of Penicillium notatum. (Sur des 
antigénes du Penicillium notatum) 

H. Ister and A. KARABADJAKIAN. Acta Allergologica 
[Acta allergol., Kbh.] 1, 297-310, 1948. 5 figs., 21 refs. 


Cultures of Penicillium notatum and of trichophytin 
from Achorion quinckeanum were made on synthetic 
media chosen with the object of eliminating antigenic 
properties in the media. The medium used for the 
growth of P. notatum had the following formula: NaNO, 
0-3 g., KH2PO, 0-05 g., MgSO, . 7H,O 0-025 g., NaCl 
1 g., lactose 3 g., water 100 g. Trichophytin was grown 
on: glycocoll 0-1 g.%, glucose 1%, MgSO, 0-01%, 
K,HPO, 0:3%, FeSO, 0-:01%, CuSO, trace. The moulds 
were allowed to grow for 62 days at 20°C. A water- 
soluble but methyl alcohol-—insoluble fraction was obtained 
and dried. The dried product from P. notatum contained 
nitrogenous polysaccharides and had no antistaphylo- 
coccal activity. 

With the two products the Schultz-Dale experiment was 
carried out, 25 mg. of the dried mould extracts being 
used for sensitizing guinea-pigs, and 25 mg. in 20 ml. of 
Tyrode solution being used as a bath for the uterus. 
The guinea-pigs were sensitized by the subcutaneous 
route and killed after 33 to 37 days. The uterus was 
then isolated and examined by the Schultz-Dale technique. 
When the guinea-pigs were sensitized by the tricho- 
phytin products the uterus reacted not only with tricho- 
phytin but also with the penicillium product. Further- 
more, the uterus which had responded to and been 
neutralized by trichophytin was also neutralized against 
penicillium. On the other hand, when the guinea-pig 
was sensitized by the penicillium product the uterus 
could be brought into shock and neutralized by penicil- 
lium but not by trichophytin. To explain these findings 
the authors suggest that there is a common antigen in 
trichophytin and in the penicillium products, but believe 
that it occurs in a weaker form or in the hapten form 
in the latter. 

It is also interesting to note that the authors failed to 
elicit reactions with crystalline penicillin G and with 
streptomycin in the guinea-pig sensitized by the P. 
notatum product. These investigations on the common 
antigen have some practical bearing, as the authors report 
that reactions to penicillin have been observed more 
frequently in patients suffering from mould infections 
than in others. No special data are given on this point. 

Kate Maunsell 


188. Phenology of British Hay-fever Plants and its 


Significance to Allergists 
British Medical Journal (Brit. med. 1, 
1 ref. 


H. A. HybDe. 
897-898, May 21, 1949. 


METABOLIC DISORDERS 


Plasma Lipids in Primary (Xanthomatosis) and 
I. The Effect of Lipo- 


189. 
Secondary Hypercholesteremia. 
tropic Substances 

A. F. DeLevett and M. BruGer. Archives of Internal 
Medicine [Arch. intern. Med.| 81, 859-867, June, 1948. 
32 refs. 


The authors observed the effects of lipotropic sub- 
stances on the plasma content of total lipids, total fatty 
acids, and cholesterol. They studied these effects on 
patients with hypercholesteraemia, either primary 
(essential xanthomatosis) or secondary to metabolic 
disorders. The following lipotropic substances were 
used: (1) vitamin E, synthetic D,L-«-tocopherol acetate, 
or mixed natural tocopherols; (2) oil-free or crude 
lecithin; (3) lipocaic or pancreatic extract with lipocaic- 
like properties. These substances were given orally in 
varying amounts for a variable period of several weeks. 
The authors found that vitamin E, although failing to 
influence the level of total plasma lipids and total fatty 


acids in essential xanthomatosis, reduced significantly . 


the level of both total lipids and of fatty acids in plasma 
in 2 of the 4 cases of secondary hypercholesteraemia. 
None of the lipotropic substances, however, had any 
effect on serum cholesterol level in these cases. 

S. Karani 


190. Essential Familial Hypercholesterolemia 

C. F. Witkinson, E. A. HAND, and M. T. FLIEGELMAN. 
Annals of Internal Medicine [Ann. intern. Med.] 29, 
671-686, Oct., 1948. 10 figs., 35 refs. 


Four generations of a family exhibiting hypercholes- 
terolaemia were studied, and detailed investigations were 
made of 159 of the total of 282 members. It is postu- 
lated that the condition is inherited as an “* incomplete ” 
dominance, being less severe in the heterozygote than in 
the homozygote. Xanthoma tuberosum or tendinosum 
represents the homozygous abnormal. It is shown that 
the increase in blood cholesterol in this condition is 
endogenous and not dietary. These cases show no delay 
in the utilization of carbohydrate. C. Bruce Perry 


191. Hyperinsulinism and Vagotonia. Bilateral Vago- 
tomy. Evolution of the Blood-sugar Concentration. 
(Hyperinsulinisme et vagotonie. Opération de Dragstedt 
(vagotomie double). Evolution de la glycémie) 

L. LANGERON and P. MicHAux. Annales d’Endocrino- 
logie [Ann. Endocrinel., Paris] 9, 404-409, 1948. 2 figs., 
8 refs. 


Two patients are described in whom vagotomy at the 
lower end of the oesophagus was performed. The first, 
a male of 31, was a depressive with melancholia and 
liable to attacks of giddiness with effort. Insulin 
depressed his blood-sugar level more easily than is usual. 
At laparotomy there was no pancreatic tumour. His 
mental symptoms were not improved by vagotomy, but 
those attributed to hyperinsulinism were. The second 
patient had abdominal pain for which a splanchnic 
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block was performed. His blood-sugar curve suggested 
hyperinsulinism, and still more so after splanchnic block. 
Vagotomy relieved his pain and perhaps prevented the 
onset of future hypoglycaemic attacks. 

In both cases the blood-sugar curves before and after 
operation are shown; in each case vagotomy resulted in 
a more normal type of curve. G. S. Crockett 


192. Acute Hypervitaminosis A in Man (Poisoning with 
Whale Liver). (Octppii ramepputamuHosA y yenoBeKa) 
E. V. PosLavskii and Z. G. BOGATKINA. 
Meguuuna [Klin. Med., Mosk.| 26, No. 11, 49-55, Nov., 
1948. 8 refs. 


Hypervitaminosis A in man has not been extensively 
described and is rare. In Primor, on the Arctic coast of 
Siberia, poisoning with whale liver has sometimes been 
observed, and the authors consider that this is due to 
excessive intake of vitamin A, of which whale liver may 
contain from 2,700 to 44,000 i.u. per g. They give an 
account of 9 cases which occurred immediately after the 
eating of quantities varying from 50 to 500 g. The 
symptoms included weakness, severe headache, con- 
gestion of the conjunctivae and eyelids, oedema of the 
face, reddening of the skin of the whole body (followed by 
coarse desquamation), nausea, photophobia, enlarge- 
ment of liver and spleen, tinnitus, acute catarrhal rhinitis 
and otitis media, and hypochromic anaemia. The 
stools were often loose and watery. Treatment consisted 
in gavage with a weak solution of potassium per- 
manganate, saline purges, and the intravenous ad- 
ministration of 20 ml. of 40% glucose with 300 mg. of 
ascorbic acid. Similar symptoms have been observed 
after the consumption of polar bear liver and of large 
quantities of flounder oil. In severe cases the hair may 
fall out during the stage of desquamation, which lasts 
for a week or more. Strangely enough, in many of these 
patients the level of vitamin A in blood fell below the 
normal (0-1 to 2:7 mg. per 100 ml.). The authors 
suggest that these symptoms of intoxication may be due 
not to vitamin A so much as to some toxic substances 
associated with it. L. Firman-Edwards 


193. A New Concept of Pathogenesis and Therapy of 
Diabetes Mellitus in Childhood. (Une nouvelle con- 
ception pathogénique et thérapeutique du diabéte 
mellitus chez l’enfant) 

R. Ramos and C. pe NoGA.es. Helvetica Paediatrica 
Acta [Helv. paediat. Acta] 3, 423-446, Dec., 1948. 
Bibliography. 


Children with a hereditary disposition to diabetes are 
first stimulated to grow too fast by excess of anterior- 
pituitary growth hormone. This ceases to act on growth 
owing to failure of other endocrine secretions to keep 
pace, and then the diabetogenic action of this hormone 
comes into play. This produces the Houssay pheno- 
menon: fat diabetics who are insulin-resistant, with 
positive nitrogen balance, no cachexia, and no loss of 
liver glycogen. The persistent hyperglycaemia causes 
lesions in the pancreas—that is, degeneration of the 
B cells, and so permanent irreversible pancreatic diabetes. 
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If insulin is used to suppress the diabetogenic action, the 
growth factor continues to act. The hypothesis there- 
fore is that the basic mechanism is an overaction of the 
growth factor of the pituitary gland. This theory is 
based on the following characteristics of diabetes in 
children: (1) there is no apparent external cause—that 
is, the trouble is endogenous; (2) the frequent absence 
of any lesion of the pancreas; (3) the presence of signs 
of overaction of the anterior pituitary, such as precocity, 
skeletal and dental development 1 to 14 years ahead of 
age, increased basal metabolic rate, precocious puberty ; 
(4) the diabetes commonly starts at puberty; (5) the 
disease progresses rapidly to a severe degree with coma; 
(6) the glycosuria is unstable; (7) patients are often 
insulin-resistant, but sometimes extremely sensitive; 
(8) the ketosis is resistant to treatment; (9) the insulin 
requirements increase if anterior-pituitary growth 
hormone is given. 

Treatment, based on the above hypothesis, consists 
of: (1) giving large doses of vitamins; (2) administra- 
tion of male or female sex hormones, according to the 
sex of the patient, on the assumption that these inhibit the 
secretions of the anterior lobe of the pituitary [many 
references are quoted in support of this, and also of the 
apparent direct action of oestrogens on pancreatic islets 
and on pancreatectomy diabetes]; (3) correction of the 
hyperglycaemia by diet and insulin; (4) continuance of 
the treatment possibly until the end of the growth period. 
The results of treatment on these lines in 4 cases are 
reported. The first 2 patients were given, respectively, 
1,000 units per day of folliculin and 2-5 mg. of “ estil- 
bene”. The third patient received 2-5 mg. of “ testo- 
viron ’’ daily. In the first case, in a girl of 24 years with 
full severe diabetes, after 12 days of this treatment no 
further insulin was needed and the sugar-tolerance curve 
was well within normal limits. But 4 months later, 
after a sore throat, the diabetes re-appeared and there- 
after persisted. In the second, in a girl of 15, the action 
of the oestrogen was to produce hypoglycaemia on a-diet- 
and-insulin regimen, which had previously failed to 
control the hyperglycaemia. In the third case, in a boy 
of 20 months needing 20 units of insulin a day, after 
2 months’ treatment insulin injections could be dis- 
continued. On the patient’s return to a full diet the 
glycosuria recurred; after further treatment by restricted 
diet and additional testoviron the glycosuria disappeared. 
In the fourth case, in a girl of 5, a glycosuria which 
persisted in spite of insulin and diet was abolished by 
4 weeks’ treatment by 5,000 units of folliculin every other 
day, and the insulin was no longer necessary. 

The apparent suppression of the diabetes in these cases 
by sex hormones, assumed to act by inhibition of the 
pituitary, is taken to be evidence in favour of the author’s 
hypothesis of the pathogenesis of diabetes in children. 

H. K. Goadby 


194. A Liberal Regimen of Treatment of Diabetes 
H. J. JoHN. American Journal of Medicine {Amer. J. 
Med.) 5, 537-547, Oct., 1948. 6 figs., 2 refs. 


The author describes a scheme for the stabilization of 
diabetics without the need to admit them for institutional 


GENERAL 


treatment. A preliminary inquiry is made about their 
eating habits. They are then instructed to omit all . 
sugar, pastry, and soft drinks; to eat as before, but to 
avoid “ stuffing ’’; not to eat more than two slices of 
bread with each meal and, if potatoes are being eaten, 
not more than one slice. Adherence to these simple 
instructions will give a diet of approximately 200 g. of 
carbohydrate, 100 g. of protein, and 100 g. of fat, with a 
total calorie value of 2,100. 

The patient attends the clinic on the first day, and 
blood sugar and urine are examined three times—before 
breakfast, lunch, and supper. If all three blood-sugar 
levels are high, 20 units of protamine zinc insulin (P.Z.1.) 
are given after the evening estimation. The patient 
attends each morning before breakfast, the fasting blood 
Sugar is estimated, and the patient is given 20 units of 
P.Z.I. This dosage is adjusted until the fasting blood 
sugar is at a normal level. When this has been achieved 
the blood and urine are again examined before all meals, 
If the morning and evening blood-sugar levels are normal 
while the level at noon is raised, this is regarded as 
satisfactory. If the morning blood-sugar level is normal 
and both the noon and the evening levels are raised, 
soluble insulin is given in addition to the P.Z.I. If the 
fasting blood sugar is above the normal level an increase 
in the dosage of P.Z.I. is indicated. Sixteen detailed 
case histories are given. 

[It is pertinent to consider whether much wastage of 
hospital beds is occurring in the stabilization of diabetic 
patients, and whether this could not be carried out at 
the out-patient clinic.] Geoffrey McComas 


195. Variations in White Blood Cells following the Oral 
Administration of Glucose to Diabetics and Nondiabetics © 
J. W. JaILer, D. T. Marks, and P. A. Marks. Journal 
of Clinical Endocrinology {J. clin. Endocrinol.] 8, 1074- 
1080, Dec., 1948. 2 figs., 8 refs. 


In this study 32 patients were investigated—14 non- 
diabetics, 15 diabetics, and 3 patients with Addison’s 
disease, Cushing’s syndrome, and Simmonds’s disease 
respectively. 

The patient fasted for 12 to 14 hours, when a standard 
oral glucose tolerance test (100 g. glucose) was performed, 
total leucocyte and differential counts being made on 
capillary blood taken before and at 4 and 1 hour and 2 
and 3 hours after the ingestion of the glucose. The 
number of lymphocytes decreased during the course of 
the test; in the non-diabetics the average maximum 
decrease was 18-3%, whereas in the diabetic group it was 
43:2%. The difference is statistically significant 
(P<0-01). 

Intravenous glucose tolerance tests were performed in 


_ the patients with Addison’s and Simmonds’s diseases; 


the lymphocyte responses were similar to those found in 
the non-diabetic group (15-1 and 14-6% respectively). 
The patient with Cushing’s syndrome gave a diabetic 
type of response, the decrease in lymphocytes being 49%. 
In 2 non-diabetic patients with psychoneurosis, lympho- 
cyte responses of the diabetic type were obtained. 

G. I. M. Swyer 
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Cardiovascular Disorders | 


196. The Endocardial Electrocardiogram under Experi- 
mental Pathological Conditions of the Pericardium and of 
the Myocardium. [In English] 

E. CoeLtHo, J. M. Fonseca, and A. CONSTANTINO. 
Cardiologia (Cardiologia, Basel| 13, 193-211, 1948. 
21 figs., 23 refs. 


In experiments on dogs the intracavity potentials were 
studied in experimental pericarditis and circumscribed 
myocardial injury. The exploring electrode was intro- 
duced into the right ventricle through the jugular vein, 
into the left ventricle through the carotid artery. Uni- 
polar technique was employed. Pericarditis was pro- 
duced by injection of turpentine into the pericardial sac, 
myocardial injury by the application of silver nitrate, 
cauterization of the apex, or ligature of various branches 
of the coronary arteries. The resulting electrocardio- 
graphic changes are illustrated in 21 figures and discussed 
with special reference to depression of the ST portions 
and alterations in the T waves. A. Schott 


197. The Application of an Oximeter for Whole Blood 
to Diagnostic Cardiac Catheterization 

D. Groom, E. H. Woop, H. B. BURCHELL, and R. L. 
PARKER. Proceedings of the Staff Meetings of the Mayo 
Clinic [Proc. Mayo Clin.] 23, 601-609, Dec. 22, 1948. 
3 figs., 24 refs. 


An oximeter based on photoelectric principles has 
been adapted for the measurement of oxygen saturation 
of haemoglobin in blood in vitro. This apparatus is 
being used in the investigation of congenital heart disease 
by means of intracardiac catheterization. The outer 
end of the intracardiac catheter is connected with the 
oximeter through which the heparin-containing blood 
flows. This photoelectric oximeter permits instantaneous 
reading of the degree of oxygen saturation of the examined 
blood and obviates the need for a laborious and time- 
consuming chemical analysis by the Van Slyke method. 
It was shown that the standard deviation of the difference 
between simultaneous Van Slyke and oximeter deter- 
minations was 1-8%, which implies that in 95% of cases 
a single determination with the oximeter will be within 
3-6% of the value obtained by Van Slyke analysis. 

A. I. Suchett-Kaye 


198. Electrocardiographic and Clinical Studies on the 
Action of Ergotamine Tartrate and Dihydroergotamine 45 
D. ScHERF and M. SCHLACHMAN. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 216, 673-679; 
Dec., 1948. 4 figs., 20 refs. 


Preparations of ergotamine are said to have been 
recommended in the diagnosis of subclinical rheumatic 
fever and in the treatment of migraine, hyperthyroidism, 
hypertension, paroxysmal tachycardia, and acute coro- 


nary occlusion. An investigation into the effect of 
ergotamine preparations on postural and pathological 
variation in the electrocardiogram revealed that the 
drug produced T-wave changes in 7 of 19 cases with 
inverted T waves in Jeads I and CF5, those in 2 becoming 
deeper and in 5 becoming normal. In 5 cases, however, 
anginal attacks followed its administration, and one 
patient died. It is concluded that ergotamine has no 
value in determining the significance of inverted T waves, 
and that its use in patients with coronary artery disease 
is hazardous. 
of the electrocardiograms i is upside-down.] 
W. A. Bourne 


199. A Case of Purulent Pericarditis with Adhesions 
Treated with Penicillin and Pericardectomy. (Przypadek 
ropnego zapalenia osierdzia z nastepowym zarosnieciem 
osierdzia, wyleczony penicylina i czeSciowym wycieciem 
osierdzia) 

M. Gamskt and J. ZAwarTKA. Polski Tygodnik 
Lekarski [Polsk. Tyg. lek.] 3, 1377-1380, Nov. 15, 1948. 
18 refs. 


The authors describe the case of a 12-year old patient 
who, in the course of suppurative osteomyelitis and 
septicaemia, developed signs of severe purulent peri- 
carditis. Sulphonamides had no effect. Penicillin was 
then given both systemically and directly into the 
pericardium. Every second day 100,000 units of peni- 
cillin in 100 ml. of normal saline was injected into the 
pericardium after a similar amount of pus had been 
withdrawn. The signs of septicaemia and purulent 
pericarditis disappeared within 3 months, but severe 
pericardial adhesions soon caused constriction of 
mediastinal veins and Pick’s disease. Pericardectomy 
was then. successfully performed. The authors discuss 
the part played by intrapericardial injections of penicillin 
in the formation of extensive adhesions. They express 
the view, based on their experience, that penicillin facili- 
tates the formation of adhesions when it is injected into 
any of the serous cavities. J. T. Leyberg 


ELECTROCARDIOGRAPHY 


200. Electrocardiographic Manifestations of Potassium 
Intoxication 

H. J. Stewart, E. M. SHEPARD, and E. L. HorGer. 
American Journal of Medicine [Amer. J. Med.] 5, 821- 
827, Dec., 1948. 2 figs., 26 refs. 


Details are given of 2 cases in which auricular standstill 
and widespread intraventricular block were associated 
with marked rises in the serum potassium level. The 
first was in a man, aged 72, who was admitted to hospital 
because of bronchopneumonia and diarrhoea. He was 
acutely ill, with a pulse of 104 per minute, and a blood 
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pressure of 96/56 mm. Hg. The urine contained 1+ 
albumin and a few casts, and the urea nitrogen concentra- 
tion in blood was 31 mg. per 100 ml. Sulphadiazine was 
stopped after 3 days because of crystalluria. To 
alkalinize the urine he was then given 4 g. of potassium 
bicarbonate three times a day. Two days later, after he 
had had 20 g. of potassium bicarbonate, the pulse rate 
was 42 per minute, the pulse totally irregular, and the 
blood pressure 80/48 mm. Hg. An electrocardiogram 
showed auricular standstill with the pacemaker arising 
irregularly from a focus in the right ventricle; QRS was 
0-15 second. The serum potassium level was 10-3 mEq. 
per litre, and the serum sodium level 128 mEq. per litre. 
The potassium bicarbonate was immediately withdrawn, 
and the next day the pulse was 90 per minute and regular, 
and the blood pressure 118/60 mm. Hg; the electro- 
cardiogram had returned to its original configuration, 
and the serum potassium level was 5-9 mEq. per litre. 
The patient subsequently made an uneventful recovery. 
The second case was in a male child aged 34 years, in the 
nephrotic stage of subacute glomerulonephritis com- 
plicated by a respiratory infection. He was acutely ill 
with moderate anasarca, marked albuminuria, and many 
granular casts in the urine; blood urea nitrogen level was 
48-5 mg. per 100 ml., serum potassium 10-6 mEq. per litre, 
and serum sodium 120-1 mEq. per litre. The pulse was 
68 per minute and irregular, and the electrocardiogram 
showed auricular standstill with the pacemaker arising 
irregularly from a focus in the right ventricle. QRS 
varied from 0-2 to 0:26 second. Necropsy revealed “ no 
pathological changes in the heart and the kidneys showed 
minimal evidence of renal disease”’. After a review of 
the literature on potassium intoxication attention is 
drawn to the danger of even moderate doses of potassium 
salts in patients with any evidence of renal failure. In 
this connexion it is pointed out that some of the new salt 
substitutes used in the treatment of cardiac oedema 
contain relatively large amounts of potassium. For the 
treatment of potassium intoxication, prompt intravenous 
administration of physiological saline and hypertonic 
glucose is recommended. William A. R. Thomson 


201. Relation of Abnormalities in Concentration of 
Serum Potassium to Electrocardiographic Disturbances 
R. TARAIL. American Journal of Medicine [Amer. J. 
Med.] 5, 828-837, Dec., 1948. 8 figs., 22 refs. 


This is a study of the electrocardiographic changes and 
serum potassium concentrations in 19 patients with severe 
renal insufficiency and in 5 patients with low serum potas- 
sium levels and normal renal function. In 4 of the 
' patients with impaired renal function there were abnorm- 
ally high serum potassium levels and, in all these, electro- 
cardiographic changes were found which were not present 
in the remaining cases. These changes consisted of 
peaked T waves and increase in duration of QRS. There 
was also prolongation of the P-R interval. The peaked 
T wave was not necessarily abnormally high. No 
electrocardiographic changes were found with a serum 
potassium level below 6-8 mEq. per litre; they were 
sometimes present with values between 6°8 and 7:6 mEq. 
per litre, and always present when the serum potassium 


level was above 7-8 mEq. per litre. In the patients with 
low serum potassium concentrations the main electro. 
cardiographic changes were low amplitude of T and 
prolongation of the Q-T interval. Although in a given 
patient changes in the electrocardiogram could be 
correlated with increases in the serum potassium con- 
centration, the electrocardiogram at elevated concentra- 
tions of potassium differed widely from case to case. It 
is concluded that when the electrocardiographic changes 
associated with a raised serum potassium level are found 
the administration of potassium salts is dangerous, but 
that the electrocardiogram is no substitute for estima- 
tions of the serum potassium. It is also concluded that 
the raised serum potassium concentration may, in part 
at least, have been responsible for the death of four of the 
patients with renal insufficiency. 
William A. R. Thomson 


202. Influence of the Serum Potassium and Other 
Electrolytes on the Electrocardiogram in Diabetic Acidosis 
C. S. NADLER, S. BELLET, and M. LANNING. American 
Journal of Medicme [Amer. J. Med.| 5, 838-848, Dec., 
1948. 9 figs., 30 refs. 


In a series of 45 patients with diabetic acidosis, the 
potassium content of serum was found to be normal or.’ 
raised (5S to 9-3 milliequivalents per litre) before the 
administration of insulin; subsequently it fell within 
2 to 18 hours to subnormal levels. It did not rise again 
to normal levels until potassium chloride or a diet other 
than glucose had been administered. The characteristic 
electrocardiographic change with a raised serum potas- 
sium level was a high T wave with a narrow base; the 
Q-T interval was not prolonged. With low serum 
potassium levels there was a low or inverted T wave and 
a prolonged Q-T interval. The intravenous administra- 
tion of potassium chloride to patients with low levels 
of potassium in serum always resulted in a shortening of 
the Q-T interval and an increase in the height of T. In 
some of the records obtained from patients with low 
serum potassium levels there was a U wave, which 
disappeared on administration of isotonic potassium 
chloride. It is suggested that the electrocardiogram may 
be a useful guide to serum potassium levels in the treat- 
ment of diabetic acidosis. 

[These three articles (Abstracts 200-202) provide a 
useful addition to the steadily growing literature on the 
significance of the potassium ion in clinical medicine. 
From the theoretical point of view much more informa- 
tion is clearly required to explain the varying correlation 
between the electrocardiographic changes and the serum 
potassium levels. After all, the serum potassium level 
is a fairly crude guide, and some of the more refined 
techniques of the pharmacology laboratories are indicated. 
From the practical point of view there can be little doubt 
that the administration of potassium salts is not without 
danger in patients with heart or renal disease. How 
many of the deaths in elderly “* prostatic’ patients are 
due to the large doses of potassium citrate and bicarbonate 
which are given to them as diuretics ?] 

William A. R. Thomson 
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203. Ventricular Gradient Studies in Positive Hypo- 
xemia Tests. [In English] 

G. BiOrck, F. S. JACKSON, and S. ROHLIN. Acta Medica 
Scandinavica [Acta med. scand.] 132, 283-301, 1948. 
4 figs., 41 refs. 


Ventricular gradients were measured before and after 
induced hypoxaemia in 17 positive hypoxaemia tests in 
15 patients. Before the test the ventricular gradient was 
within normal limits in 11 cases and abnormal in 4. 
After the test, in one of these last the gradient reverted 


towards normal, in 2 it remained normal, and the 


remainder showed an alteration of*the gradient into 
abnormal areas. Of the 2 cases in which the gradient 
remained normal after the test, there was a “‘ borderline ”’ 
electrocardiogram in one instance, and it is suggested 
that vector analysis was here a more accurate evaluation. 
The direction of the shift of the ventricular gradient was 
clockwise in 5 and counter-clockwise in 10, and it is 
pointed out that the shift was counter-clockwise in all the 
patients whose condition was assessed electrocardio- 
graphically as “posterior coronary insufficiency ’”’, 
whereas in those cases diagnosed as of ** anterior coronary 
insufficiency ’’ by the electrocardiogram the shift was 
clockwise in 3 and counter-clockwise in 5. The signi- 
ficance of the shift in the ventricular gradient is fully 
discussed, and it is concluded that the downward dis- 


placement of the ST segment in the hypoxaemia test is 


probably due mainly to subendocardial injury, although 
it is admitted that “the fundamentals of the vector 
theory, when applied to this particular field, do not 
altogether fit with the actual observations ”’. 

[This is an interesting discussion of an important and 
technical subject, which should be read in the original 
by all interested in electrocardiography. ] 

William A. R. Thomson 
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204. Pharmacology of the Failing Human Heart 
J. MCMIcHAEL. British Medical Journal (Brit. med. J.} 
2, 927-933, Nov. 27, 1948. 8 figs., 32 refs. 


In his Strickland Goodall Lecture delivered to the 
Society of Apothecaries the author describes the pharma- 
cological actions of “ digoxin’ , g-strophanthin (ouabain), 
theophylline, and ‘“‘ mersalyl”’ on the failing human 
heart. Forssmann’s technique of right-heart cathe- 
terization was used in observing the action of digoxin and 
g-strophanthin. 

Generalized venous congestion is seen in conditions 
which demand an increase in cardiac output as well as 


- in conditions which impair the cardiac mechanism and 


thus reduce its output. The former is regarded as 
compensatory to maintain the increased flow. On this 
basis the author classifies the congestive type of heart 
failure into two groups: (a) failure with high output due 
to conditions demanding an increase in the output, such 
as anaemia, emphysema, Paget’s disease, and metabolic 
disturbances; and (5) failure with low output due to 
ischaemia, hypertension, and valvular heart disease. In 
both groups the venous pressure is high, and the author 


believes that digoxin produces its beneficial effects by 
lowering this pressure. He states that, whereas in the 
first group this reduction in pressure causes diminution 
in cardiac output, in the second group it increases it. 
Unlike g-strophanthin, digoxin is said to have insignifi- 
cant action on the failing myocardium, and its hitherto 
well-known rate-reducing action is regarded only as an 
excellent guide to proper maintenance dosage when the 
drug is given over a long period of time. Experimental 
evidence is offered in support of these conclusions. 

Theophylline is considered to have a direct stimulating 
action on the healthy heart as well as on the failing heart, 
increasing the cardiac output and thus reducing the 
venous pressure. This increased activity of the heart also 
produces secondary coronary dilatation, and the author 
adds timely warning against the indiscriminate use of this 
drug in coronary thrombosis. Finally observations 
made by his colleagues on the circulatory action of 
mersalyl are quoted. It is thought that mersalyl, by 
producing diuresis, reduces the venous pressure and thus 
raises the cardiac output. This action is similar to that 
of a venesection. 

[This article is very stimulating and opens up new lines 


‘of thought on the therapeutic use of these drugs. It 


should be read by all, and especially by those interested 
in pharmacology and medicine.] S. Karani 


205. Studies on the Circulation in Man. III. The 
Auricular Pressure Pulse. [In English] 

H. LAGeRLOF and L. Werk6. Cardiologia (Cardiologia, 
Basel] 13, 241-256, 1948. 9 figs., 13 refs. 


Intra-auricular pressure curves taken by intra-auricular 
catheter and registered simultaneously with the electro- 
cardiogram and phonocardiogram are described in normal 
cases and in patients with ectopic beats, auricular flutter, 
auricular fibrillation, complete heart block, and tricuspid 
incompetence. [For discussion and analysis of the 
results the original should be referred to.] 

G. Schoenewald 


206. The Amount of Digitoxin (Digitaline Nativelle) 
Required for Adequate Digitalization 

H. J. STEwAarRT and A. A. NEWMAN. American Heart 
Journal [Amer. Heart J.] 36, 641-667, Nov., 1948. 
13 figs., 16 refs. 


From a careful study of 26 patients with auricular 
fibrillation treated with digitoxin the following are the 
main conclusions. (1) In most patients 1-2 mg. of 
digitoxin, given either intravenously or orally, is 
insufficient for adequate control. By this is meant the 
reduction in the rapid ventricular rates to about 70 to 
75 per minute in 24 hours. (2) The average amount 
required is 2 mg. if given in 24 hours, no matter whether 
the drug is administered in one dose or in divided doses. 
(3) The average maintenance dose is between 0-1 and 
0-2 mg.; 0-2 mg. is too much in patients with heart 
disease, which has been adequately controlled by digitalis. 
(4) Nausea and vomiting occur more frequently, and it 
is more difficult to keep patients in equilibrium with 
digitoxin than with whole-leaf digitalis. (5) In hyper- 
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thyroidism with auricular fibrillation, larger amounts of 
digitoxin are required than in patients with normal 
metabolic rates. (6) For general use treatment by 
divided doses is preferable. R. T. Grant 


207. Clinical and Pathological Correlation in 171 Cases 
of Apical Systolic Murmur. (Résultats de la confronta- 
tion anatomo-clinique dans 171 cas de souffle systolique 
de pointe) 

C. CALLEBAUT. Archives des Maladies du Ceur et des 
Vaisseaux [Arch. Mal. Ceur] 41, 645-653, Nov., 1948. 
1 fig., 29 refs. 


The author sets out to assess the importance of an 
apical systolic murmur in patients with known cardiac 
disease by correlation of the clinical and post-mortem 
findings. Of 171 patients, 98 had rheumatic heart 
disease or bacterial endocarditis causing mitral incom- 
petence. In the remaining 73 cases of non-rheumatic 
heart disease there was no lesion of the valve cusps 
sufficient to account for the murmur, but in only 3 of 
these was the heart found to be normal, and in the 
remainder the murmur was attributed either to dilatation 
of the left ventricle, with or without dilatation of the 
mitral ring, or to damage to the chordae tendineae or 
papillary muscles. The conclusion that in arterial or 
senile heart disease an apical systolic murmur of any type 
is rarely without significance is emphasized. Tables are 
published showing the relative clinical and pathological 
findings in each case. D. Verel 


208. Mepacrine in the Treatment of Tachycardia and 
Paroxysmal Auricular Fibrillation. (La atebrina en el 
tratamiento de las taquicardias y de las fibrilaciones 
auriculares paroxisticas) 

F. VeGa Diaz. Revista Espafiola de Cardiologia [Rev. 
esp. Cardiol.] 2, 455-471, Nov.—Dec., 1948. 4 figs., 
32 refs. 


Six patients with paroxysmal tachycardia were treated 
with mepacrine. Of these, 4 (2 with paroxysmal auricular 
tachycardia and 2 with paroxysmal auricular fibrillation) 
were immediately relieved: 0-1 g. was administered 
either intramuscularly in 10 ml. of 1 in 100 procaine or 
intravenously in distilled water. In one case 0-4 g. was 
used. No disagreeable reactions or evidence of toxicity 
were noted. The author considers that mepacrine is a 
useful drug, but not quite so effective as quinidine. 

W. T. Cooke 


209. Dicumarol Therapy in Congestive Heart Failure 

J. H. WisHart and C. B. CHAPMAN. New England 
Journal of Medicine [New Engl. J. Med.] 239, 701-704, 
Nov. 4, 1948. 11 refs. 


Sixty-one patients with congestive heart failure (20 in 
Grade II and 41 in Grade III according to the classifica- 
tion of Kinsey and White) were treated with dicoumarol 
to see if this would reduce the incidence of embolic 
phenomena. Treatment was directed to maintaining 
the prothrombin concentration below 30% and above 
10%. In this series the incidence of embolic lesions, so 


far as could be discovered clinically and at necropsy in 
12 of the 20 fatal cases, was 6°5%; none of the deaths 
could be attributed certainly to massive pulmonary 


embolism, though~this might have been the cause of — 


death in one instance. Analysis of previously published 
reports of comparable cases in which dicoumarol was not 
given indicates that embolic phenomena in the form of 
pulmonary infarcts may be expected in at least 22% of 
cases. Though the authors realize that the series is too 
small to establish the efficacy of dicoumarol therapy, 
they consider that dicoumarol probably gives protection 
from thrombosis and embolism in congestive cardiac 
failure. Si R. T. Grant 


210. Aortic Coarctation with Patent Ductus Arteriosus 
H. A. HAXxTON and M. L. THOMSON. British Medical 
Journal. [Brit. med. J.] 2, 1062-1063, Dec. 18, 1948, 
3 figs., 4 refs. 


From Manchester an account is given of an operation 
on a case of aortic coarctation and patent ductus arterio- 
sus. Pre-operatively the patient, a girl of 7, besides 
presenting the typical signs of aortic coarctation, showed 
right axis deviation in an electrocardiogram, and the 
possibility of a patent ductus was anticipated though 
there was no basal systolic-diastolic murmur. At 
operation a patent ductus was found, opening im- 
mediately distal to the coarctation, which was almost 
complete. The coarctation was resected and the 
ductus removed, and the aorta anastomosed end to end. 
The operation resulted in the femoral pulses becoming 
palpable and the blood pressure in the arms falling from 
140/70 to 90/58 mm. Hg; there was a great improvement 
in the child’s general condition, especially in the muscular 
development of the lower limbs. Right axis deviation 
persists. G. S. Crockett 


211. Two Unusual Vascular and Cardiac Anomalies, 
I. Vascular Ring of the Esophagus and Trachea with 
Patent Ductus Arteriosus, Origin of the Left Subclavian and 
Carotid Arteries. II. Persistent Atrioventricular Com- 
munis and Aortic Dextroposition with Mongolism 

K. G. Wurtz and N. B. Poweit. Journal of Pediatrics 
[J. Pediat.) 33, 722-733, Dec., 1948. 9 figs., 11 refs. 


Two unusual cases of cardiovascular anomalies are 
described. In the first a child born at term was cyanosed 
from birth, with laboured breathing and profuse secre- 
tion of mucus from nose and mouth. It died after 
30 hours. At necropsy the cardiovascular system 
contained these abnormalities: The left aortic arch was 
absent, the right persisting; the latter ran up to the right 


across the right bronchus, curled round behind the. 


oesophagus and trachea, was joined by the ductus, and 
continued down as the thoracic aorta. The oesophagus 
and trachea were thus within a ring of vessels. The left 
subclavian and common carotid arose from the ductus. 
The innominate artery was absent. The left superior 
vena cava persisted. The lower part of the helix was 
absent from both ears and the testes were undescended. 
The defects must have begun during the 4th to the 7th 


intrauterine weeks. The normal 4th aortic arch had 
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atrophied and the right 4th arch was dragged over by 
the ductus, forming the ring. The carotid and sub- 
clavian grew down to anastomose with the ductus. 
Clinically, the dyspnoea and copious secretion would be 
caused by the ring round the trachea. If the condition 
had been diagnosed ante mortem, ligation of the ductus, 
distal to its branches, would have given only a venous 
blood supply to the left head and neck. 

In the second case the mother had a loud systolic 
bruit. The antenatal period was uneventful. The 
child had a mongolian face, hypotonia, and probably 
congenital cataracts, but-no heart murmur. A systolic 
bruit was first heard 2 weeks before death, at 9 months 
old. Post mortem the right auricle and left ventricle 
were grossly dilated. The pulmonary artery arose only 
from the right ventricle, but the aorta from both. The 
lower part of the interauricular and upper part of the 
interventricular septa were absent. There were no 
proper auriculo-ventricular valves, there being a com- 
mon auriculo-ventricular ring. There were no venous 
anomalies. Late in the 5th week, or early in the 6th, 
some growth defect occurred, the anterior and posterior 
cushions which should join to form the septa failed to 
fuse, and the remaining parts of the septa growing from 
above and below found no site of attachment. The 
heart must also have failed to rotate. The authors 
could not find a description of cases similar to these two. 

J. G. Jamieson 


212. Continuous Observations of the Arterial Oxygen 
Saturation at Rest and During Exercise in Congenital 
Heart Disease 

G. W. Montcomery, E. H. Woop, H. B. BURCHELL, 
T. J. Dry, R. L. PARKER, and H. F. HELMHOLZ. Ameri- 
can Heart Journal [Amer. Heart J.] 36, 668-682, Nov., 
1948. 4 figs., 9 refs. - 


Observations are reported suggesting that the com- 
pensated circuit oximeter is of considerable value in 
studying patients with congenital cardiac defects, because 
(1) its use in conjunction with Van Slyke analyses of 
arterial blood makes possible a more accurate estimation 
of the resting arterial oxygen saturation of such patients; 
(2) arterial oxygen saturation can be measured con- 
tinuously during the performance of various cardio- 
vascular and respiratory tests. The chief disadvantage 
of the oximeter in studies of cyanotic patients is the large 
error inherent in this instrument in the lower ranges of 
arterial saturation. R. T. Grant 


213. Subendocardial Septal Haemorrhages and . their 
Significance. (Uber subendocardiale Septum-Blutungen 
und ihre Bedeutung) 

B. Capt. Cardiologia (Cardiologia, Basel] 13, 267-284, 
1938. 6 figs., bibliography. 


In 900 consecutive necropsies in Zurich, 22 instances 
of septal subendocardial haemorrhages localized in the 
left aspect of the septum were found. In 7 of these 
cases the haemorrhages had severely affected the left 
stem of the bundle, and it was possible to correlate these 
lesions with clinically and electrocardiographically 


test) paradoxical changes were found in 35. 


observed disturbances of conduction shortly before death 
and probably instrumental in the fatal outcome. The 
part played by an increase in vagal tone in producing 
such haemorrhages is discussed, with references to the 
relevant experimental and clinical literature, and corre- 
lated to the author’s cases. It is thought that increased 
vagal tonus brought about by increased intracranial 
pressure (hypertensive encephalopathy) or by digitalis 
medication, particularly by intravenous strophanthin 
injections, caused those subendocardial haemorrhages 
which could be directly related to a fatal outcome. A 
warning is given against the incautious use of intravenous 
digitalis or strophanthin medication. G. Schoenewald 


214. Coronary Sclerosis in Infancy: Report of Three 
Autopsied Cases, Two in Siblings 

M. L. MENTEN and G. H. FETTERMAN. American 
Journal of Clinical Pathology [Amer. J. clin. Path.] 18, 
805-810, Oct., 1948. 2 figs., 4 refs. 


At necropsy on 3 infants, aged 54, 53, and 70 days 
respectively, generalized arteriosclerosis was found. In 
the last 2 the condition is reported in siblings for the first 
time. Both arteries of the large and small circulations 
were affected, as well as the coronary arteries, the latter 
condition giving rise to myocardial infarction of the 
left ventricle. In addition the kidneys of the first infant 
showed glomerulonephritic changes, while those of the 
other 2 exhibited tubular degeneration. On chemical 
analysis of the heart blood of the first infant, obtained 
post mortem, the serum calcium concentration was 16-5 
mg. per 100 ml. The arterial changes consisted mainly of 
calcareous deposits in the media and advanced obliterating 
endarteritis, but in many arteries calcification was evident 
in all vascular coats. A moderate degree of cellular 
infiltration of the adventitia and outer media was another 
feature, being composed mainly of lymphocytes, though 
in the first case there were also plasma cells and 
eosinophils. R. Salm 


215. Paradoxical Behaviour of the Electrocardiogram 
after Effort in Patients with Coronary Insufficiency. 
(Comportement paradoxal del’électrocardiogramme aprés 
effort chez des sujets présentant insu‘fisance coronarienne) 
A. MussaFiaA. Cardiologia [Cardiologia, Basel] 13, 212- 
225, 1948. 2 figs., 14 refs. 


Amongst about 1,000 patients in whom 2 or 3 electro- 
cardiograms were taken after exercise (Master’s — 
In 16 0 
these an electrocardiogram abnormal at rest became 
normal in all leads after exercise, in 14 the abnormalities 
became less pronounced but did not entirely disappear 
in any or certain leads, and in 5 an improvement was 
found in some and deterioration in other leads; 28 
patients had angina pectoris (in 10 of these pain occurred 
during the exercise test) and, of the remaining 7, 5 had 
valvular lesions and 2 arteriosclerosis. Certain pos- 


sibilities are discussed in an attempt to explain the electro- 
cardiographic findings. The improvement in_ the 
electrocardiogram may be only apparent; the changes 
may be due to the effect of extracardiac nerves or they 
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may be due to an improvement, with exercise in the 
circulation through small vessels of the heart. The 
first 2 of these possibilities are rejected; the last one is 
discussed in more detail, also in relation to the mech- 
anism precipitating anginal pain. [This explanation is 
highly hypothetical and not entirely convincing.] 

A. Schott 


216. Embolism and Thrombosis in Coronary Heart 
Disease. 

A. G. Foorp. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 138, 1009-1012, Dec. 4, 1948. 
1 fig., 9 refs. 


Amongst 3,173 necropsies carried out at the Hunting- 
ton Memorial Hospital, Pasadena, between January, 
1931, and May, 1948, newborn babies being excluded, 
631 revealed the presence of advanced coronary heart 
disease, in nearly all of the cases due to arteriosclerosis. 
Where palpation showed the presence of calcification, the 
author used during the last 10 years a technique by which 
the coronary arteries were removed in toto, including 
their ostia in the aorta. Fixation in a solution of 
formaldehyde for 2 days was followed by decalcification 
in a solution containing equal parts of formic acid and 
20% sodium citrate. The vessels were then sectioned 
transversely at intervals of 2 to 3 mm. for histological 
examination. 

Of all patients 65% were between the ages of 60 and 
80 years; the youngest observed was 22, the oldest 
92 years old. Of 315 cases of “ recent fatal coronary 
heart disease” the left descending coronary artery was 
the seat of thrombosis in 121, the right artery in 79, and 
the left circumflex artery in 42 cases; other branches, 
or more than one, were affected in 32 cases and no recent 
thrombus was found in 41. Mural endocardial thrombi 
were present in 44% of recent and 39% of old infarcts, 
the majority being encountered in the left ventricle. 
Amongst the embolic lesions those in the lungs were most 
common, and with a few exceptions which could be 
traced to the right ventricle or auricle they originated 
from thrombosed pelvic or femoral veins. In the 
systemic circulation embolism affected brain, kidneys, 
spleen, mesenteric arteries, extremities and, in one case 
each, the hepatic artery and the bifurcation of the aorta. 

As a result of his observations, the author stresses the 
importance of thrombotic and embolic complications in 
coronary disease; they constitute an urgent therapeutic 
problem in which the use of anticoagulants and passive 
or active movements have to be considered. B. Samet 


217. The Questionable Importance of Blood Changes 
in Coronary Occlusion 

J, H. B. Hitton, W. M. Cameron, E. S. MILs, and 
S. R. TOWNSEND. Canadian Medical Association Journal 
[Canad. med. Ass. J.] 69, 447-452, Nov., 1948. 16 refs. 


Studies of the blood were carried out on 31 patients 
with acute coronary thrombosis; the Waugh-Ruddick 
test was performed and the prothrombin, coagulation, 
and circulation times, blood volume, haematocrit value, 
and plasma protein concentrations were determined. 


Alternate cases were treated with the anticoagulant 
dicoumarol (15); the remaining 16 acted as controls, 
but otherwise treatment was the same for all. 

The Waugh-Ruddick test consists of measuring the 
anticoagulant effect of serial dilutions of heparin (from 
0-05 to 0-35 unit in 0-5 ml. 0-9% sodium chloride) on 
blood in vitro. The results were believed not to be 
abnormal in a significant percentage of cases, although 
of those treated with dicoumarol there was a decreased 
tendency to clot in 8, no change in 5, and an increased 
clotting tendency in 2, the figures for controls being 3, 
9, and 2 respectively. The prothrombin time as 
determined by Quick’s method was not constantly 
lowered in acute coronary thrombosis, but in 3 of the 4 
fatal cases prothrombin time was in the low normal 
range. Clotting time (Lee and White method used) 
was below the lower limit of normal of 10 minutes only 
in 2 cases on admission. Circulation time was estimated 
by the arm-to-tongue method with intravenous 
“ decholin ’’ and found to be prolonged in 14 of the 
31 cases. Eight of the 14 patients showed some degree 
of clinical shock; in 8 there was some degree of cardiac 
failure, and in 4 shock and cardiac failure co-existed. 
However, in some cases of shock and some of cardiac 
failure the circulation time was normal. A prolonged 
circulation time does not necessarily mean a poor 
prognosis, although only 1 of the 4 patients who died 
had a normal circulation time on admission. 

According to the table in which the authors correlate 
the blood volume, haematocrit value, and plasma protein 
findings with clinical shock and cardiac failure on 
admission, it would seem that values vary with the 
presence or absence of shock and cardiac failure. Thus 
of 4 cases in which the latter were present the blood 
volume fell in 2 with a concomitant rise in haematocrit 
value. In 2 cases in which neither shock nor cardiac 
failure existed clinically, blood volume rose whilst the 
haematocrit values fell. In general, the tests described 
above were not found to be of much value either on 
admission or during convalescence in cases of acute 
coronary thrombosis. ‘ T. E. C. Early 


218. Vitamin E in the Treatment of Angina Pectoris 

I. S. Ravin and K. H. Katz. New England Journal of 
Medicine [New Engl. J. Med.| 240, 331-333, March 3, 
1949. 12 refs. 


A small, carefully selected group of patients suffering 
from angina pectoris were treated with 500 mg. of vitamin 
E (approximately 250 mg. of alpha tocopherol) daily. 
These patients were studied by an exercise-tolerance test, 
and note was made of any subjective or objective change 
during the course of treatment, which varied from 4 to 
24 weeks. In only 1 case was there even slight objective 
benefit.—[Authors’ summary.] 


219. The Coronary Vasodilator Action of Khellin 

G. V. Anrep, M. R. KENAwy, and G. S. BARSOUM. 
American Heart Journal {[Amer. Heart J.| 37, 531-542, 
April 1, 1949. 4 figs., 21 refs. 


See also Section Pathology, Abstract 108. 
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HYPERTENSION 
220. Immediate Pressor Effect of Desoxycorticosterone 
Acetate in Arterial Hypertension 


M. L. GOLDMAN and H. A. SCHRODER. American 
Journal of Medicine [Amer. J. Med.] 5, 33-39, July, 1948. 
4 figs., 8 refs. 


The effect of desoxycorticosterone acetate (DOCA) on 
blood pressure has been studied in a group of 11 hyper- 
tensive subjects, comparison being made with 5 subjects 
with normal blood pressure and 5 with coarctation of 
the aorta in whom diastolic pressures were normal. 
Blood pressures were measured directly by the Hamilton 
optical manometer. In no case did DOCA cause a 
significant rise in diastolic pressure in subjects with 


normal blood pressure, not excepting those with coarcta- — 


tion of the aorta. In contrast in hypertensive patients 
there was a rise of 8 to 30 mm. Hg 2 to 6 days after 
intramuscular injection of 10 mg. of DOCA. When 
8 mg. of DOCA dissolved in propylene glycol was given 
intravenously pain sometimes occurred along the course 
of the vein. A rise in blood pressure was observed 
occasionally, but results were not consistent. No 
evidence of peripheral vasoconstriction was obtained 
during the hypertensive reaction. 

[A larger series of cases will be needed before this 
difference of reaction to DOCA can be regarded as 
Statistically significant.] C. L. Cope 


221. The Hemodynamic Response of Man to Nor- 
epinephrine and Epinephrine and its Relation to the 
Problem of Hypertension 

M. GOLDENBERG, K. L. Pings, E. DE F. BALDwin, D. G. 
Greene, and C. E. Row. American Journal of Medicine 
[Amer. J. Med.] 5, 792-806, Dec., 1948. 8 figs., 41 refs. 


The effects of intravenous infusions of adrenaline and 
noradrenaline (arterenol) were studied in 3 hypertensive 
subjects and 8 controls. Cardiac output was estimated 
by the Fick principle, the technique of cardiac catheteriza- 
tion being used; systemic and pulmonary blood pressures 


. Were measured directly by means of a Hamilton mano- 


meter. The dose of adrenaline was 0-15 to 0-30 ug. per 
kilo per minute, and of noradrenaline 0-11 to 0-40 yg. 
per kilo per minute for a period of 11 to 22 minutes. 

In controls adrenaline caused a 78 to 98% increase of 
cardiac output, a significant rise in systolic blood pressure, 
no change in diastolic pressure, a rise in mean pulmonary 
blood pressure, and a sharp fall in total peripheral 
Tesistance 

__ mean arterial pressure in mm. Hg x 13-32 (S.G. of Hg) 

a cardiac output (litres per second) 
It was concluded that adrenaline acted as a powerful 
cardiac stimulant and as an over-all vasodilator (skin 
vessels were constricted by the larger doses). Nor- 
adrenaline caused little change in cardiac output, 
increased both systolic and diastolic blood pressures, 
greatly increased the total peripheral resistance, and 
taised the mean pulmonary blood pressure. It was 
concluded that noradrenaline acted as a powerful over-all 
vasoconstrictor. When the two drugs were combined 


the vasoconstrictor action of noradrenaline was blocked. 

The effects of both adrenaline and noradrenaline, given 

separately, were enhanced in hypertensive subjects. 
Paul Wood 


222. Severity and Duration of Hypertension in Relation 
to Amount of Cardiac Hypertrophy 

B. R. Stein and A. R. BARNES. American Journal of the 
Medical Sciences [Amer. J. med. Sci. 216, 661-664, Dec., 
1948. 19 refs. 


At the Mayo Clinic in the 6 years beginning Jan. 1, 
1940, 111 patients with hypertension, in whom records 
of normal blood pressure had formerly been obtained, 
came to necropsy. From the records the duration of 
hypertension and its [sometimes changing] degree were 
estimated, preferably from ophthalmoscopic findings but 
otherwise by manometric readings (Group 1, 140/90 to_ 
200/100 mm. Hg: Group 2, 200/100 to 240/120 mm. Hg; 
Group 3, above 240/120 mm. Hg; Group 4 was diagnosed 
only after ophthalmoscopy). Cardiac hypertrophy was 
expressed in terms of percentage excess of heart weight 
above the calculated normal referred to body weight, 
20% being added. This percentage hypertrophy was 
found to be closely related to the severity of the hyper- 
tension, but not at all related to its duration. Also, 
except in hypertension of Group 4, there appeared to be 
no relation between the severity of the hypertension and 
its duration. 

There was a preponderance of males among the cases 
in which the heart had become greatly enlarged in the 
shortest time. The hearts were smaller and there was a 
fairly constant age incidence among the women, and the 
percentage of males rapidly dwindled as the duration of 
hypertension increased. The women of the series seemed 
to have withstood hypertension better than did the 
men. 

[This paper, and that of Palmer, Loofbourow, and 
Doering (New Engl. J. Med., 1948, 239, 990) raise the 
important question of sex difference in hypertensive 
disease. It seems that indications for sympathectomy 
need scrutinizing more stringently in the female than in 
the male, since the prognosis in cases not operated upon 
is apparently better in females.] W. A. Bourne 


223. A Study of the Comparative Value of Tetraethyl- 
ammonium Bromide and Diagnostic Spinal Anesthesia in 
the Selection of Hypertensive Persons for Sympathectomy 
L. A. SoLorr, W. E. BURNETT, and C. T. BELLO. Ameri- 
can Journal of the Medical Sciences [Amer. J. med. Sci.] 
216, 665-672, Dec., 1948. 5 refs. 


Hypertensive patients may be selected for sympathect- 
omy by tests depending on sedation or stimulation of the 
nervous system. These are said to be useful but not 
satisfactory, and hence the prognostic values of blood- 
pressure responses to tetraethylammonium bromide 
(TEAB) and diagnostic spinal analgesia were estimated 
in 20 patients submitted to extensive transpleural thoraco- 
lumbar bilateral sympathectomy. Intravenous injections 
of 500 mg. of TEAB were given, and two new observa- 
tions are reported—a rise in blood pressure above the 


—| | 
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pre-test level in 3 of 20 cases, and also the development 
of tolerance to repeated injection. Continuous fractional 
spinal analgesia was employed with 0-2 to 2% procaine 
hydrochloride (average dilution, 0-5%; average fractional 
dose 25 to 30 mg.). Analgesia was carried cephalad till 
the blood pressure in the recumbent position dropped to 
normal—in several cases up to the first thoracic segment. 
The results of the tests referred to the post-operative 
state were: of 7 patients in whom a satisfactory sym- 
pathectomy was achieved, 6 had shown a fall in blood 
pressure with TEAB and 1 had not; of 8 patients in 
whom the operation was unsatisfactory, 4 had shown a 


fall with TEAB and 4 had not. Of 8 successfully” 


operated on, the proportion showing a fall with spinal 
analgesia was 7:1; of 10 cases in which operation was 
not successful, spinal analgesia resulted in a fall in blood 
pressure in 9. Of 8 patients who responded both to 
spinal analgesia and to TEAB, in 4 the operation was 
satisfactory and in 4 unsatisfactory. Thus, good 
response to either test does not imply good post- 
operative results, and poor response need not contra- 
indicate operation. Age and pulse pressure were no 
more helpful as criteria. W. A. Bourne 


224. Sulfate and Phosphate Excretion in Urine of 
Patients on Rice Diet 

W. Kempner, J. M. LesesNe, B. Newsora, and C. F. 
WHICKER. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 216, 687-688, Dec., 1948. 8 tefs. 


Patients with hypertension but without renal failure 
were given, for an average of 5 weeks, a 2,000-Calorie- 
daily diet of rice, fruit, and sugar containing 20 g. of 
protein and not more than 5 g. of fat, 0-2 g. of chloride, 
and 0-15 g. of sodium. The urinary sulphate and 
phosphate excretion was compared with that on a 
[variably restricted] hospital diet, an egg—milk diet 
(120 g. protein), a starch-cream diet (6 g. protein), and 
on the tenth day of fasting. Figures for the excretion on 
the rice diet were in all cases lower, the inorganic sulphate 
being 10% of that on a normal diet, and the inorganic 
phosphate 30%. No conclusion is drawn as to the 
reduction in renal work that this implies. The low 
excretion of nitrogen, phosphates, and sulphates com- 
pared to the excretion in fasting individuals is thought 
to indicate that nitrogenous equilibrium had been 
established on a daily protein intake of 20 to 25 g. 

[The course of the hypertensive disease is said to have 
been modified, but the report. deals with metabolic and 
not cardiovascular implications.] W. A. Bourne . 


225. Effect of the Low Sodium Diet and the Rice Diet 
on Arterial Blood Pressure 

B. ROSENBERG, A. E. ROSENTHAL, and M. B. ROSENBLUTH. 
American Journal of Medicine [Amer. J. Med.] 5, 815- 
820, Dec., 1948. 6 refs. 


The effect of a low sodium diet (0-3 g. sodium daily) 
was compared with the effect of the rice diet (0-150 g. 
sodium daily) on 4 hypertensive subjects. The rice diet 
caused a slightly greater fall in blood pressure. 

Paul Wood 


226. Relation of Essential Hypertension to Nephro- 
sclerosis. (Rapporti fra ipertensioni essenziali e rene 
grinzo genuino) 

F. AraGcona. Archivio “ De Vecchi” per I’ Anatomia 
Patologica e la Medicina Clinica [Arch. “ De Vecchi” 
Anat. pat.) 11, 171-192, July, 1948. 8 figs., bibliography. 


The relation between essential hypertension and 
arteriolosclerosis is still not clear. Various authors 
consider that: (1) essential hypertension is the cause of 
angiosclerotic renal lesions; (2) in their development 
renal lesions and essential hypertension are independent 
of each other; (3) the lesions of the small renal vessels 
are the cause of hypertension. [The author uses the 
term lesion to include changes in vessels extending from 


the simple angiospasm to sclerosis.] Many authors. 


have performed perfusion experiments on arteriolo- 
sclerotic and normal kidneys and found that the per- 
fusion time is considerably increased in experiments 
with arteriolosclerotic kidney, more so in malignant 
nephrosclerosis than in benign or chronic glomerulo- 
nephritis. These experiments show that there is a 
mechanical obstacle to the renal circulation. There are, 
however, cases of hypertension which originate from 
altered function of endocrine glands (adrenal cortex 
and medulla and pituitary). 

In this paper, originating from the Institute of Morbid 
Anatomy and Histology of the University of Messina, 
the author describes his experiments with adrenaline and 
with atropine. Numerous workers have shown that 
sustained administration of adrenaline leads to nephro- 
sclerosis, very similar to a secondary nephrosclerosis, 
The author used for his experiments rabbits and guinea- 
pigs. The rabbits received intravenous injections of 
0-015 mg. adrenaline hydrochloride per kilo body weight 
twice a day for 20 consecutive days and afterwards once 
a day; guinea-pigs received the same injections _intra- 
peritoneally. In some cases atropine sulphate was 
added to prolong the effect of adrenaline indirectly. 
The animals were killed from the 15th day to the 180th 
day of experiments. In those killed after 180 days 
glomerular sclerosis and thickening of the pre-capillary 
arteries were found. In the periglomerular, peritubular, 
and perivascular areas there was proliferation of granula- 
tion tissue. The lesions were very similar to those in 
the initial stage of human nephrosclerosis. The author’s 
conclusion is that the pathogenic basis of nephrosclerosis 
is angiospasm. E. Forrai 


227. Hypertensin in the Systemic Blood of Animals with 
Experimental Renal Hypertension 

F. GOLLAN, E. RICHARDSON, and H. GoOLDBLATT. 
Journal of Experimental Medicine [J. exp. Med.| 88, 
389-400, Oct., 1948. 19 refs. 


Although it is assumed that in vivo the proteolytic 
action of the enzyme renin on a pseudoglobulin (hyper- 
tensinogen) in the plasma produces the vasoconstrictor 
substance hypertensin—a polypeptide—actual demon- 
stration and identification of this pressor substance in 
the blood of animals with experimental renal hyper- 
tension, which would be the final proof of a humoral 
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mechanism, have so far been lacking. This is pre- 
sumably due to the use of inadequate amounts of blood 
for the test and to the failure to avoid destruction of the 
pressor substance by hypertensinase. 

In this paper the authors report the demonstration and 
identification of a pressor substance (hypertensin) in the 
blood in the earlier period of experimental renal hyper- 
tension by a method based on the finding of Bean (Amer. 
J. Physiol., 1942, 136, 731) that the enzyme hyper- 
tensinase, which destroys hypertensin, is almost inactivated 
at 0° C., and on the finding of Sapirstein et al. (J. Lab. 
clin. Med., 1944, 29, 633) that at 0° C. renin continues 
to act on renin substrate. Thus, by prolonged incuba- 
tion of the plasma in the cold, the action of a small 
amount of renin, when injected intravenously into dogs, 
on the renin substrate (hypertensinogen) in the blood 
could be enhanced in vitro, and the presence of a pressor 
substance detected without the addition of renin sub- 
strate. (After the intravenous injection of 1 unit of 
renin, as much as 1 unit of the pressor substance was 
detected in the plasma from 200 ml. of systemic blood.) 

Such a pressor substance was also demonstrated, by 
its effect on the blood pressure on intravenous injection 
into normal dogs, in large amounts of blood (one-fifth 
to one-third of the total blood volume) from animals 
with experimental renal hypertension due to unilateral 
or bilateral constriction of the main renal arteries. 
About 3 to 5 units of this substance was estimated to be 
circulating in the entire blood of a 15-kg. dog with 
benign hypertension up to 3 months’ duration, and from 
15 to 25 units or more in dogs with malignant renal 
hypertension. This pressor substance is destroyed by 
hypertensinase. It has the same physiological and 
chemical properties as hypertensin produced in vitro. 
Therefore, the name “* hypertensin ”’ is suggested for the 
pressor substance causing experimental hypertension. 

The animals studied in the benign phase of hyper- 
tension were almost all in the early stage (3 months or 
under). Whether the humoral mechanism obtains in 
animals in the late stage, after years of hypertension, or 
in any form of human hypertension, is being investigated. 

H. Pollak 


228. Liver Function in Patients with Essential Hyper- 
tension. (K Bpompocy o d@yHKUHH y 

T. A. PANFILOVA. Meguunua [Klin. Med. 
Mosk.} 26, No. 11, 30-36, Nov., 1948. 2 figs., 11 refs. 


In a study of 92 patients suffering from hypertension, 
of whom 68 were under and 24 over 50 years of age, the 
author found disturbances of liver function in a sub- 
stantial proportion of cases. She classified her material 
into four groups: (1) 55 cases of hypertension uncom- 
plicated by cardiac failure, kidney disease, or arterio- 
sclerosis; (2) 12 cases of hypertension with evidence of 
cardiac failure; (3) 15. cases of hypertension with 
arterial changes in kidney, brain, or coronary vessels; 
(4) 10 cases of hypertension associated with endocrine 
disturbances (diabetes, Cushing’s syndrome, pituitary 
obesity), hepatic cirrhosis, and acute nephritis. 

Assessment of liver function was based on the galactose 

M—F 


to be at variance with her own figures]. She noticed a 


tolerance test, the estimation of bilirubin in the blood, 
and the level of urinary urobilin. In the first group, 
38% gave positive galactose tests for liver dysfunction, 
and 33% had a raised bilirubin concentration; 22% had 
increased urobilin in the urine. In the second group, 
the figures were 50, 58, and 33%. In the third group 
they were 33, 48, and 20%; in the fourth, 50, 20, and 
10%. The author states that the changes in the liver are 
not related to cardiac insufficiency [this statement appears 


relation between the height of the galactose tolerance 
curve and hypertension. This was especially evident in 
young persons with post-contusional hypertension. ~ 

L. Firman-Edwards 


229. A Clinical Evaluation of Veratrum Viride in the 
Treatment of Essential Hypertension 
E. D. Freis and J. R. STANTON. American Heart Journal 
[Amer. Heart J.] 36, 723-738, Nov., 1948. 5 figs., 
20 refs. ? 


Veratrum viride, given as the whole powdered mixture 
of alkaloids, reduces blood pressure and siows the heart 
rate in patients with (a) hypertensive crises; (b) severe 
long-standing hypertension resistant to other treatment; 
and (c) hypertension complicated by cardiac failure. 
In patients with mild or moderate degrees of hyper- 
tension its use is limited because of reactions and of 
changing sensitivity to a given dose. R. T. Grant 
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230. Further Experience with Thromboangiitis Obli- 
terans in Women 
S. SILBERT. American Heart Journal [Amer. Heart J.] 
36, 757-771, Nov., 1948. 11 refs. 


The author reports 25 cases diagnosed as thrombo- 
angiitis obliterans occurring in women. He suggests 
that the condition is becoming more frequent, and that 
this is due to increased tobacco-smoking among women. 

R. T. Grant 


231. Histidine and Ascorbic Acid Treatment of Arterio- 
sclerosis Obliterans with Radioactive Isotope Estimations 
of Circulatory Effects 
M. T. Friepect, E. F. DRUCKER, and W. J. PICKETT. 
Journal of the American Medical Association {J. Amer. 
med. Ass.] 138, 1036-1039, Dec. 4, 1948. 4 refs. 


The authors confirm the observations of Wirtschafter 
and Widmann (J. Amer. med. Ass., 1947, 133, 604) on 
the effect of histidine and ascorbic acid in peripheral 
arterial disease. Twenty-five patients, who had been 
admitted to the Surgical Service of the Cook County 
Hospital for amputation because of established or 
threatened gangrene, received this form of treatment. 
One group of 12 patients was given parenteral therapy, 
consisting of 5 ml. of a 4% solution of L-histidine mono- 
chloride every 6 hours; 100 mg. sodium ascorbate 
was given subcutaneously with each injection, and in 
addition 600 mg. of ascorbic acid by mouth daily; 13 
patients received 4 capsules, each containing 0°5 g. 
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L-histidine monochloride 3 times a day and 400 mg. 
ascorbic acid, also 3 times a day. Relief of pain was 
more marked in the group receiving parenteral therapy, 
but as regards clinical manifestations there was no 
difference in the results of oral and parenteral treatment. 
Six patients were discharged as improved and in 4 a 
conservative amputation—local 
gangrenous parts of the foot—was sufficient, whereas 
supracondylar amputation had to be performed in 7; 
in 6 the condition did not improve and 2 died. 

Studies of the circulation with radioactive phosphorus 
(P**) in 11 patients indicated in some of the cases an 
improvement, in that the deposition of P** became equal 
in both limbs after treatment, although it had been 
increased, because of capillary stasis, in the affected 
extremity. before. Where the concentration of the 
radioactive substance in the affected limb was poor, 
conservative treatment failed. B. Samet 


232. Comparative Effects of Tetraethylammonium 
Chloride and Lumbar Sympathetic Block on the Blood 
Flow in the Lower Extremities in Peripheral Vascular 
Diseases. A Report of Three Cases 

W. J. Hoxtis, J. E. Hotoupekx, and E. F. CHANTON. 
Southern Medical Journal (Sth. med. J.] 41, 1076-1080, 
Dec., 1948. 5 figs., 20 refs. 


The authors, working in New Orleans, U.S.A., in- 
vestigated and compared the effects of tetraethyl- 
ammonium chloride (TEAC) and lumbar sympathetic 
block on the blood flow to the lower extremities, in cases 
in which the circulation to the latter was impaired. 

TEAC is usually injected intravenously or intra- 
muscularly, in doses of 7 mg. per kilo body weight 
intravenously (the total dose per day not exceeding 
500 mg.) or single intramuscular doses of 20 mg. The 
authors used the intravenous route in these experiments. 
As the drug is excreted by the kidneys, poor renal function 
is a contraindication to its use, as is severe hypertension 
or a recent coronary thrombosis. Three patients each 
received 35 injections of 7 mg. The average rise of 
temperature after three-quarters of these injections was 
2-13° C. in the great toe and occurred 30 to 45 minutes 
after the injection; in the remaining cases the average 
rise was 0-35° C. after 45 minutes. Two of the patients 
were white males, aged 61 and 57, and one was a coloured 
female, aged 56. The first 2 suffered from peripheral 
vascular disease of the lower limbs; the third had had 
an abdominal sympathectomy [exact extent not specific- 
ally stated] performed for essential hypertension, and was 
used for comparative studies of the effects of the drug. 

In all these cases the authors showed that the effects 
of the drug were inferior to those of paravertebral 
sympathetic block. These effects are clearly shown in 
diagrams; for example, in one instance injection of 
TEAC increased the temperature of both limbs and 
sympathetic block further increased that of the limb on 
the side blocked; there was a fall in temperature of the 
other limb owing to the shifting of blood from this to the 
more efficiently dilated leg. This last effect illustrates 
the phenomenon of “ borrowing-lending ” (haemome- 
takinesia), a phenomenon not always advantageous to the 


excision of the 


patient. The authors were, however, impressed by the 
symptomatic and objective improvement but stress that 
this was only temporary; however, in certain circum. 
stances, such as lack of equipment, they consider that 
the method might be justified. As the effect of the drug 
is dependent on a generalized vasodilatation, the patient 
should have a normal haemoglobin level and blood 
volume. A. T. Macqueen 


233. Pathology and Clinical Features of Periarteritis 
Nodosa. (K matonorHH KIJIMHHKeE ys3enKosoro 

Y. G. Etincer and N. L. Vitk. 
[Klin. Med., Mosk.] 26, No. 9, 31-38, 1948, 
19 refs. 


The authors trace the history of the comparatively rare 
disease, periarteritis nodosa, from its description by 
Kussmaul and Maier in 1866, though they point out that 
Rokitansky nearly 100 years before had described the 
macroscopic appearances of a disease called by him 
“the aneurysmal diathesis ’, which was probably the 
same condition. Other names have been suggested by 
various authors; periarteritis, panarteritis, focal in- 
fective arteritis, necrotizing arteritis, and visceral angiitis, 
This last emphasizes the fact that the veins are often 
involved as well as the arteries. They point out that the 
first changes occur in the medial coats of the smaller and 
medium arteries, in. which fibroid necrosis followed by 
proliferation leads to focal lesions causing aneurysms 
which may rupture, while in other parts the intimal 
changes may produce thrombosis and infarction. Their 
paper is based on 7 cases, of which 5 were diagnosed on 
clinical grounds and | by biopsy examination. 

The symptoms vary according to the particular arteries 
involved. The authors distinguish general symptoms 
(pyrexia, progressive asthenia, neutrophil leucocytosis, 
raised erythrocyte sedimentation rate) from those caused 


by local vascular lesions—notably pain, formication, and _ 


numbness in the legs, oedema of the feet, albuminuria, 
haematuria, diarrhoea, jaundice, tachycardia, pains in 
the chest, vertigo, and headache. They emphasize that 
the seriousness of the local lesions is not always reflected 
in the severity of the local symptoms. Death ensues 
with the onset of progressive cachexia, cardiac in- 
sufficiency, uraemia, or haemorrhage from rupture of 
the aneurysms. 


The aetiology is obscure, but the authors incline to the . 


views of Selye and Pentz that the disease is associated 
with an allergic process possibly involving the adrenals, 
since these two observers produced analogous pheno- 
mena in rats by injections of desoxycorticosterone. The 
authors regard exposure to extremes of cold as a pro- 
vocative factor. Treatment is empirical. It is necessary 
in every case to endeavour to assess the character of the’ 
allergic factor. Non-specific desensitization by peptone, 
intravenous injections of calcium chloride, and sodium 
salicylate are indicated. The prognosis is poor; recovery 
takes place in 5 to 10% of cases. [Recent estimations 
of the mortality in Western countries are more optimistic, 
though the ultimate prognosis is liable to be poor.] 
L. Firman-Edwards 
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Disorders of the Blood 


234. The Effect of Commercial Heparin on the Platelet 
Count 

E. Fipcar and L. B. Jaques. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.| 33, 1410-1423, 
Nov., 1948. 1 fig., 17 refs. 


Heparin added to dog’s blood fails to preserve the 
platelets; citrate does preserve them. Intravenous 
injection of heparin lowers the platelet count in dogs. 
The authors confirmed these results in dogs and report 
experiments inman. Intravenous injection of 40 Toronto 
units per kilo body weight into one subject produced only 
a diminution in platelet count from 255,000 to 155,000 
per c.mm. in 7 minutes; within 30 minutes the figure 
was normal again. -Heparin also caused lowering of 
platelet count in human blood in vitro. Different 
samples of commercial heparin of the same anticoagulant 
strength show differing effects on platelets; with some 
samples the effect is very small. M. C. G. Israéls 


235. The Effect of Heparin on Platelets in vivo 
A. J. Quick, J. N. SHANBERGE, and M. STEFFANINI. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.} 33, 1424-1430, Nov., 1948. 11 refs. 


In dogs production of peptone or anaphylactic shock 
causes liberation of heparin into the blood, temporary 
severe diminution of the platelet count, and production 
of a histamine-like substance. Dogs exposed to highly 
ionized irradiation show the same triad of signs and 
suffer from petechial haemorrhages. It had been 
suggested that heparin was responsible for the thrombo- 
cytopenia. The present workers therefore gave heparin 
in therapeutic doses—0-8 mg. (88 Toronto units) per 
kilo body weight in man—to men, dogs, and rabbits. 
They. confirmed that in the dog there is a transient 
thrombocytopenia but in men and rabbits there is no 
effect at all. M. C. G. Israéls 


236. A New Anomaly of the Granules in Leucocytes. 
(Uber eine neue Granulationsanomalie der Leukocyten) 
W. STEINBRINCK. Deutsches Archiv fiir klinische Medizin 
[Dtsch. Arch. klin. Med.] 193, 577-581, 1948. 6 figs. 


In a boy of 24 years suffering from scarlet fever com- 
plicated by diphtheria and multiple abscesses a peculiar 
granulation of granulocytes and lymphocytes was found. 
Two years later the boy suffered from gastro-enteritis 
and the blood findings were confirmed. There were 
very large (3 to 5 2) granules in eosinophil as well as in 
neutrophil leucocytes, and segmentation appeared to be 
arrested. The lymphocytes also showed large azurophil 
granules. In the sternal marrow the same granules 
were found even in myeloblasts before the ordinary azure 
granules were seen, and almost all granular cells were 
affected. Although relatives of the patient were not 


afflicted, it is assumed that this is a case of hereditary 
anomaly of the formation of granules with slight - 
segmentation arrest. This case is probably one of Alder’s 
anomaly, and not a variant of the familial nuclear 
anomaly of Pelger and Huét. 

{It is not stated whether the staining reaction of the 
granules varied with altered pH.] E. Neumark 


237. Observations on the Pelger-Huét Nuclear Anomaly. 
(Bemerkungen zur Frage der Pelger-Huétschen Kernano- 
malie) 

H. SCHOLER and S. BERGER. Schweizerische Medizinische 
Wochenschrift [Schweiz. med. Wschr.] 78, 1170-1172, 
Dec. 4, 1948. 21 refs. 


This inherited peculiarity consists of an abnormal 
density and’ lack of lobulation of the nuclei of the 
granulocytes, most of which resemble stab cells. The 
condition is inherited as a dominant; all the known 
human cases have been in heterozygotes, but in rabbits 
it has been possible to breed homozygotes. In the 
heterozygote human patient, the anomaly does not 
appear to cause symptoms, but in the homozygote rabbits 
grave defects of development occur, such as blindness or 
skeletal deformities. In such animals cell nuclei that 
would normally have been segmented were round. A 
new family with the Pelger-Huét anomaly is reported on, 
and a detailed genealogical tree is given. No ill health 
was attributable to the anomaly, but the dysgenic pos- 
sibilities of marriages between heterozygotic Pelger 
strains are emphasized. 

(Gunz, Brit. J. Cancer, 1948, 2, 41, has called attention 
to the development of Pelger-like polymorphonuclears 
during the decay phase of cultures of human leukaemic 
blood.] A. Piney 


238. The Effect of Procaine Block on White Blood Cells. 
(Wplyw blokad nowokainowych na biale ciatka.krwi) 
R. Masztak. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.] 3, 860-862, July 5-12, 1948. 3 figs. 


On the assumption that procaine block possibly 
produces systemic changes in the organism (Speranski’s 
theory of stimulation of the whole nervous system by 
sympathetic procaine block), the author studied its 
effect on white blood cells. One hundred patients, 
ranging from 14 to 68 years, with various arthritic, 
myalgic, and neuritic conditions, chronic ulceration, or 
indolent wounds, without fever and with a normal 
leucocyte count and Schilling pattern were selected. 
Local or perirenal block was performed 3 times in 67 
cases and up to 10 and more times in 33 cases, 100 ml. 
of 0:25% aqueous solution of procaine being used, 
every 3rd (27) or 6th (73) day. Blood was taken before 
and 2, 3, 4, and 5 hours after block; over 2,500 smears 
were examined. 
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Irrespective of the type of block, leucocytosis was 
provoked in all cases with a 20 to 50% increase above the 
normal count, the peak being reached in the 3rd and 4th 
hours; by the 7th hour the leucocyte count usually fell 
to 10 to 15% above normal and often remained at this 
level until the next injection 3 or 6 days later. If leuco- 
cytosis was mostly due to increase of neutrophil poly- 
morphonuclears (78 cases) parallel clinical improvement 
was observed; if the rise in leucocyte count was pre- 
dominantly due to lymphocytosis (22) no clinical improve- 
ment was evident. Successive procaine blocks induced 
further neutrophilic leucocytosis with corresponding 
decrease of lymphocytosis. The reverse reaction 
occurred after the Sth procaine injection in 56 cases, after 
the 3rd in 10 cases, and after the 2nd in 12 cases. Once 
lymphocytosis predominated, whether after the first 
block (22 cases) or after any subsequent one, no reversion 
to neutrophilic domination occurred. Eosinophil and 
monocyte counts were either increased to not more than 
3% or slightly decreased. Clinical improvement was 
directly dependent on increase in neutrophil polymorpho- 
nuclears; occurrence of chiefly lymphocytic reaction 
after the first or any successive procaine block corre- 
sponded to cessation of clinical progress, regardless of 
the number of injections. 

The author recommends total and differential leucocyte 
counts as a control of procaine block treatment. No 
explanation of the observed phenomena is attempted. 

H. Maslowski 


239. The Effect of Encephalography on Cerebral 
Centres Regulating the Composition of Blood, and its 
Influence on the Bone Marrow and Peripheral Blood. 
(Odma czaszkowa, jako czynnik drazniacy mdzgowe 
oSrodki regulacji krwi i jej wplyw na sklad morfolo- 
giczny szpiku i krwi obwodowej) 

A. Dowzenko. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.) 3, 1490-1493, 1522-1527, 1558-1564, Dec. 13, 20, 
and 27, 1948. 50 refs. 


Experimental and clinical data indicate that the hypo- 
thalamic nuclei play a definite part in regulating the 
composition of peripheral blood. Of all these autonomic 
centres the nucleus tuber cinerei is most directly con- 
nected with the formation of the blood cells. Previously, 
however, the blood changes have been observed in the 
peripheral blood only and no investigation on bone 
marrow had been reported. Encephalography has an 
irritating effect on hypothalamic centres and frequently 
leads to hyperglycaemia and leucocytosis, which can be 
detected as soon as the air reaches the ventricular system. 

In his investigation of the part played by the hypo- 
thalamus in the production of the blood in the bone 
marrow, the author studied the effect of encephalography 
in 35 epileptic patients. Bone-marrow punctures were 
performed before and 24 hours after insufflation of 80 
to 100 ml. of air by the lumbar route. The morphology 
of peripheral blood was also systematically studied. 
The effect of hypothalamic irritation was most evident 
on white blood cells. In the marrow there was a great 
increase in the number of immature cells, and the in- 
creased productivity was at its highest 8 hours after 


encephalography. In the peripheral blood there was 
always a pronounced leucocytosis. Although no 
myelocytes could be seen, the neutrophil leucocytes were 
poorly differentiated and the segmented nuclei were 
scarce. The number of lymphocytes was comparatively 
small and there was an absence of eosinophilic and baso- 
philic cells. The changes in the red blood cells were less 
evident, and, apart from an increase in the reticulocyte 
count, there was no change in the morphology of the 
cells. These findings support the view that the hypo- 
thalamus plays an important part in the regulation of 
the production of blood and its peripheral morphology, 
J. T. Leyberg 


240. The Possibility of Passive Transfer of Reticulo- 
cytosis. (Sulla possibilita del trasporto passivo della 
reticolocitosi) 

F. CuHrurst and C. TRAMONTANA. Minerva Medica 
[Minerva med., Torino] 39, 49-51, July 14, 1948. 


The authors present tables to show that plasma, taken 
from subjects with a reticulocyte response to specifically 
indicated haematinics, will provoke in a normal person 
a proportionate reticulocytosis with a peak 8 to 18 hours 
after 20 ml. has been injected intravenously. Current 
therapy with liver or iron is the specific reticulocytogenic 
factor in deficiency states, but there exists in the plasma 


a separate endogenous reticulocytogenic factor which ‘ 


unlike liver and iron can exert its effect upon normal 
bone marrow. John Hambling 


241. Excessive Hypoprothrombinemia due to “ Di- 
cumarol ’’. Its Treatment with Lyophilized Plasma 

S. W. Coscrirr, R. J. Cross, and D. V. Hapir. Journal 
of the American Medical Association [J. Amer. med. Ass.} 
138, 405-406, Oct. 9, 1948. 12 refs. 


Attention is drawn to the dangers of dicoumarol 
therapy, and to the limitations of existing measures for 
the control of dangerously elevated prothrombin times. 
The administration of large parenteral doses of synthetic 
vitamin K becomes effective only after an interval of 
12 to 48 hours, and in some patients may fail to exert 
any beneficial effect at all; while blood transfusions have 
only a transitory and somewhat uncertain effect in 
reducing the haemorrhagic tendency. Anearlier observa- 
tion that lyophilized plasma reconstituted with 0-1% 
citric acid and distilled water possessed a normal pro- 
thrombin content comparable with fresh whole blood 
was confirmed by the present authors; consequently it 
was believed that this agent might be of value in cases of 
haemorrhage due to dicoumarol. Lyophilized plasma 
in doses of 500 ml. was administered to 13 patients in 
whom excessive hypoprothrombinaemia had occurred 
during dicoumarol therapy, and resulted in an immediate 
reduction in the prothrombin time to a safe range, but 
in several of the patients the prothrombin times reverted 
towards dangerous levels 6 hours later. Since none of 


the patients had haemorrhage of significant severity, the 
effect of the plasma on actual bleeding was not observed. 

It is concluded that, since the effect of the plasma is 
transient, repeated infusions may be necessary pending 
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the more permanent but delayed effects of vitamin K. 
Lyophilized plasma has the advantages over whole blood 
of being more generally available [in the U.S.A.], and of 
obviating the trouble of grouping. Its disadvantage is 
that the use of pooled plasma introduces the potential 
risk of homologous serum hepatitis. L. J. Davis 


242. A New Variety of Congenital Thrombocytic 
Haemorrhagic Dystrophy. (Sur une nouvelle variété de 
dystrophie thrombocytaire-hémorragipare congénitale) 

J. BERNARD and J. P. SouLIER. Semaine des Hépitaux 
de Paris (Sem. Hoép. Paris] 24, 3217-3223, Dec., 1948. 
7 figs., 13 refs. 


The authors: describe a haemorrhagic syndrome 
characterized by bleeding from nose and intestine, and 
ecchymoses resulting from minimal trauma, appearing 
in early infancy in a brother and sister. The bleeding 
time was greatly prolonged and capillary fragility much 
increased; conversion of prothrombin to thrombin 
during clotting was greatly decreased. Blood platelets 
numbered 144,000 to 180,000 per c.mm., and were 
grossly abnormal in form, reaching 7 in diameter, and 
consisting of an irregular mass of hyaloplasm surround- 
ing a rounded mass of chromoplasm which might reach 
4u in diameter and resembled a nucleus; normal plate- 
lets were also present. Megakaryocytes were rather 
scanty in the marrow, as were platelets. The syndrome 
did not appear in any of 68 individuals who composed 
four generations of the family. The authors suggest 
that it is related to the syndrome of von Willebrand and 
Jurgens. G. Discombe 


243. Disturbances of Protein Metabolism in Patients 
with Plasmocytomata. III. (Die Eiweissstoffwechsel- 
stérungen des Plasmocytomkranken) 

K. Brass. Frankfurter Zeitschrift fiir Pathologie [Frank- 
furt. Z. Path.| 59, 413-433, 1948. 7 figs., 19 refs. 


The anatomical and histological changes in 7 new 
cases of plasmocytoma (myeloma) are described. The 
pathological proteins were deposited in the form of 
crystals or so-called colloid crystals, in 3 cases inside, in 3 
cases Outside, and in 1 case partly inside and partly 
outside the plasmocytoma cells. In 3 cases they 
were deposited in reticulum cells (Kupffer cells of liver, 
cadothelial cells of veins of the spleen). In 2 cases the 
finding of Russell bodies is reported. In 2 cases the 
blood protein values were estimated during life, and 
hyperproteinaemia was noted. In no case was there 
Bence-Jones proteinuria; it is thought that other foreign 
proteins play a part. The importance of renal 
insufficiency in this disease is emphasized. 

O. Neubauer 


244. Multiple Myeloma Treated with Stilbamidine and 
Pentamidine 

A. E. Brewer. British Medical Journal [Brit. med. J.) 
2, 978-982, Dec. 4, 1948. 5 figs., 16 refs. 


After a brief reference to the previous literature the 
author describes in detail the features and treatment of 


3 male and 3 female patients with multiple myeloma. 
Following Snapper’s routine, they were put on a low- 
protein diet and given stilbamidine intravenously, with 
1 ml. of 2% “ proctocaine”’, in doses of 50, 100, then 
150 mg. daily or on alternate days. In 2 patients penta- 
midine was also given in the terminal stages. Of these 
patients 2 died suddenly, after the first few injections, 
of renal failure and agranulocytosis respectively; 2 died 
after a few months without improvement; and the other 
2 showed some improvement for 6 and 12 months re- 
spectively after diagnosis, with slight reduction in the 
number of myeloma cells in the sternal marrow. The * 
main feature of the treatment was the relief of pain. In 
3 of these cases basophilic inclusion bodies developed in 
the cytoplasm of the myeloma cells as described by 
Snapper. Those patients with a severe anaemia did not 
improve—probably because the myelomatosis had 
replaced too much normal marrow to permit recovery of 
haematopoiesis. John F. Wilkinson 
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245. Effects of Splenectomy on Cooley’s Anaemia. 
(Effetti della splenectomia sulla malattia di Cooley) 

I. Gatto. Haematologica [Haematologica] 31, 623-671, 
1948. 16 figs., bibliography. 


On the assumption that splenomegaly, hyperhaemolysis, 
and maturation arrest in the marrow are interrelated, 
3 males suffering from Cooley’s anaemia were subjected 
to splenectomy. The red cell count reached normal 
figures, but the haemoglobin value remained slightly 
below normal. Erythroblastosis and reticulocytosis per- 
sisted. The fragility curve was broadened, and thrombo- 
cythaemia developed. In the bone marrow the myeloid 
cells increased and the megakaryocytic cells seemed to 
mature more readily. Malleolar ulcers healed, but 
osteoporosis was unaffected. The general state of the 
patients’ health improved, and sexual development, 
previously retarded, was noted. More than 3 years later 
the patients were doing well. Perhaps Cooley’s anaemia 
is a peculiar form of hypersplenism. E. Neumark 


246. Vitamin B,, Therapy in Pernicious Anemia. 
I. Effect on Hematopoietic System: Preliminary Report 
B. E. HALL and D. C. CaAmpBELL. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 23, 
584-590, Dec. 8, 1948. 3 figs., 8 refs. 


Vitamin B,, was administered intramuscularly in 11 
cases of pernicious anaemia in relapse. The reticulocyte 
responses and the rises in the red cell counts were 
comparable with those obtained with liver therapy in 
similar cases. Erythropoiesis, as observed by sternal 
puncture, changed from the megaloblastic to the normo- 
blastic typg within 48 to 72 hours when relatively large 
amounts of vitamin B,. were given. The dosage varied. 
Daily injections of from 1 to 5 wg. were given to some of 
the patients; others received their injections less fre- 
quently. Three patients responded well to 25 ug. once 
a week. No haematopoietic response was noted in 
3 patients given vitamin B,, by mouth, although a 
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response did occur in one such patient when the vitamin 
was previously mixed with normal human gastric juice. 
It is concluded from the present data, as well as those of 
other observers, that approximately 1 yg. of vitamin By, 
is equivalent to 1 U.S.P. unit of liver extract. Main- 
tenance dosage has not yet been worked out. 

L. J. Davis 


247. Vitamin B,, Therapy in Pernicious Anemia. II. 
Effect on the General Clinical and Neurologic Manifesta- 
tions: Preliminary Report 


B. E. Haut and D. C. CampBELL. Proceedings of the 


Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 
23, 591-595, Dec. 8, 1948. 1 fig., 3 refs. 


The patients referred to in Abstract 246 were suffering 
from various clinical manifestations or complications of 
pernicious anaemia: 6 had glossitis, 3 had peripheral 


neuritis, and 6 had early or moderately advanced signs . 


of degeneration of the spinal cord. The oral and gastro- 
intestinal manifestations rapidly disappeared on treat- 
ment with vitamin B,., and there was a varying degree 
of improvement in the neurological complications. In 
3 of the patients with combined degeneration of the cord 
the rate of improvement appeared to be remarkably rapid 
for the degree of neurological involvement. The patients 
were observed over periods of 1 to 34 months. 
L. J. Davis 


248. Observations on the Etiologic Relationship of 
Achylia Gastrica to Pernicious Anemia. X. Activity of 
Vitamin B,, as Food (Extrinsic) Factor 

L. Berk, W. B. Caste, A. D. WeLcH, R. W. HEINLE, 
R. ANKER, and M. Epstein. New England Journal of 
Medicine [New Engl. J. Med.) 239, 911-913, Dec. 9, 
1948. 16 refs. 


Evidence is presented which indicates that the haemato- 
poietic activity of vitamin B,, administered orally is 
potentiated by the simultaneous administration of normal 
human gastric juice. Vitamin B,, was given orally in 
daily doses of 5 pg. for 10 days to 4 patients with 
pernicious anaemia. Immediately thereafter, during a 
second 10-day period, the same daily dose of vitamin B,> 
was given with 125 to 150 ml. of neutralized normal 
gastric juice, care being taken to avoid, so far as possible, 
contact between the patient’s food and the gastric juice. 
In 3 of the patients the haematopoietic response, as 
judged by reticulocyte and erythrocyte counts, was 
greater during the second period than during the first. 
In the fourth patient the subsequent administration of 
vitamin B,. intramuscularly in daily doses of 5 pg. 
resulted in a significant response, which had not occurred 
previously. In another case of pernicious anaemia, 
the effect of purified liver extract given by mouth was also 
potentiated by the simultaneous administratiog of normal 
gastric juice. 

The authors suggest that the food (extrinsic) factor 
may be identical with, or closely related chemically to, 
the anti-pernicious-anaemia principle of liver, which is 
itself presumably identical with vitamin B,.; and that 
the gastric (intrinsic) factor is necessary for the optimal 


utilization of the relatively small amounts of vitamin By 
or of related substances present in foodstuffs. 
Reference is made to preliminary findings in an un- 
treated patient with pernicious anaemia suggesting that 
the faecal elimination of vitamin B,2 is of such magnitude 


that the vitamin is either derived from food, or, more 


probably, is synthesized by intestinal bacteria and is not 
absorbed in sufficient quantities to abolish the deficiency, 
From other observations it is also thought that material 
soluble in 70% alcoholic extracts of beef muscle, when 
prepared in a form suitable for parenteral administration, 


possesses both microbiological activity as vitamin B,, ’ 


and haematopoietic activity in pernicious anaemia. It 
is accordingly suggested that the function of the intrinsic 
factor of normal human gastric juice is to facilitate the 
absorption by the intestine of vitamin B,, or of chemically 
related compounds in the food, rather than to react with 
the extrinsic factor, as hitherto assumed. L. J. Davis 


249. Comparative Data on Vitamin B,, from Liver and 

from a New Source, Streptomyces griseus 

E. L. Rickes, N. G. BRINK, F. R. Kontuszy, T. R. Woop, 

rg FOLKERS. Science [Science] 108, 634-635, Dec. 
, 1948. 


A red crystalline compound apparently identical with 
vitamin B,». was isolated from a grisein-producing strain 
of Streptomyces griseus. It was similar to vitamin By, 
in respect of its refractive indices, its spectrographic 
analysis, its growth-promoting properties for Lacto- 
bacillus lactis and for chicks, and in respect of clinical 
response in pernicious anaemia. L. J. Davis 


250. Relapse of Pernicious Anaemia During Main- — 


tenance Therapy with Folic Acid 
D. L. Mo.uin. Lancet [Lancet] 2, 928-930, Dec. 11, 
1948. 1 fig., 18 refs. 


The danger of development of subacute combined 
degeneration of the cord in patients with Addisonian 
pernicious anaemia treated with folic acid makes it 
unlikely that many long-term studies will be made of 
the ability of this treatment to maintain the haematologi- 
cal remissions it produces. Reports suggest that a daily 
dose of 10 mg. by mouth is adequate. 

In a man aged 63 a diagnosis of typical pernicious 
anaemia was made in June, 1946. The erythrocytes 
numbered 840,000 per c.mm., the haemoglobin value 
was 3-1 g. per 100 ml., and the mean corpuscular volume 
135 c.u. Seventy days after treatment with folic acid 
the erythrocytes numbered 4,200,000 per c.mm. and the 
haemoglobin concentration was 13:3 g. per 100 ml. 
Subsequent maintenance dosage consisted of folic acid 
10 mg. and later 5 mg. bi-weekly. As the blood count 
then fell the dosage was increased to 5 mg. daily. The 
blood count and clinical condition improved and 
remained satisfactory for 4 months. At the end of 
this period the blood count again began to fall, and this 
fall was not halted by increasing the dosage to 20 mg. 
daily. On sternal puncture a reversion to megaloblastic 
erythropoiesis was found. The patient made a rapid 
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response to intramuscular injections anahaemin 
and has remained well ever since. 

Other case records are quoted of pationts with 
apparently typical pernicious anaemia in relapse showing 
almost complete insensitivity to folic acid. 

Geoffrey McComas 


251. On Reticulocytosis in Anaemia Perniciosa Diphyl- 
lobothrica During Liver Treatment, with Consideration of 
the Various Types. [In English] 

O. EskoLta. Annales Medicinae Internae Fenniae [Ann. 
Med. intern: fenn.] 37, 91-115, 1948. 31 refs. 


The author treated 19 cases of infestation by fish 
tapeworm with liver, usually after expulsion of the 
parasite. Blood and marrow were examined for the 
number and types of reticulocytes. The reticulocytes 
were divided into four groups: those with glomerular 
arrangement of the basophilic substance; reticular form; 
incomplete reticular form; and more mature forms with 
single granules of fragments of reticulum. -Adequate 
treatment results in an increase in the least mature 
reticulocytes, and this, not the reticulocyte crisis, is 
regarded as reliable evidence of increased haematopoiesis. 
Reticulocytosis reaches its maximum within’8 days of 
the administration of live1, irrespective of the amount 
given, whereas after simple expulsion of the worm it 
occurs later. A. Piney 


252. Bone Marrow Picture in Early Remission of 
Pernicious Tape-worm Anemia. [In English] 

O. EsKoLa. Annales Medicinae Internae Fenniae {Ann. 
Med. intern. fenn.] 37, 116-142, 1948. 37 refs. 


The morphological changes in the marrow after liver 
treatment of pernicious anaemia due to fish tapeworm 
seem to be identical with those occurring in the crypto- 
genic disease. A. Piney 


253. Severe Haemolytic Anaemia with Formation of 
Heinz Inclusion Bodies in a Premature Infant. (Deletare 
himolytische Anaimie mit Spontan-Innenk6érper 
Bildung bei Friihgeburt) 

C. Gasser and J. KARRER. Helvetica Paediatrica Acta 
[Helv. paediat. Acta] 3, 387-403, Nov., 1948. 7 figs., 
13 refs. 


Peculiar structures (Innenkérper) in red corpuscles are 
known to occur as a result of various forms of poisoning, 
such as by aniline, nitrobenzol, and particularly the 
sulphonamides. In the case here recorded none of these 
factors can be incriminated. 

A premature infant was born with hypopro- 
thrombinaemia, which responded to vitamin K. 
Jaundice developed on the second day, and on the tenth 
day there was some purpura. The blood showed severe 
haemolytic anaemia with slight increase in the reticulo- 
cyte count but peculiar structures in many of the red 
corpuscles. These were visible with vital staining, but 

disappeared if a Romanowsky counter-stain was used. 
They were thus different from Howell—Jolly bodies and 
also from other nuclear remnants. The occurrence of 
these bodies was attributed to hypofunction of the spleen. 
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At necropsy there were few signs of erythroblastic reac- 
tion, but there were el changes in the right 
suprarenal. 

The cause of the hesiniietiec anaemia in this case 
remains unknown, but it was not considered to be due to 
Rh incompatibility. A. Piney 


254. Uncertainty in the Prediction of the Occurrence 
and Severity of Hemolytic Disease of the Newborn from 
Antenatal Blood Tests. [In English] 

R. V. O. Ponper, E. Ponper, and P. Levine. Acta 
Haematologica [Acta haematol., Basel] 1, 217-224, 1948. 
3 refs. 


In the 18 cases described either haemolytic disease 


occurred in a newborn infant or the mother’s blood © 


contained Rh antibodies during pregnancy. In 8 the 
mother was immunized and the child died; in-4 the 
mother was immunized and the child suffered from 
haemolytic disease but recovered; in 3 the mother was 
immunized but the baby was normal; and in 3 the 
infant suffered from haemolytic disease although no 
evidence of maternal immunization could be found. 
The main important conclusion is that it is not safe to 
base a prediction of the likelihood of severe haemolytic 
disease in the baby on the titre of antibodies in the 
maternal blood. ‘ If one were to base one’s prediction 
of the severity of the disease on the expectation that a 
low titre of maternal antibodies would be associated 
with hemolytic disease in a mild form and that a high 
titre would be associated with the disease in a severe 
form, one would be right only 9 times out of 15.” 
A, Piney 


255. Prenatal Treatment of Haemolytic Disease of the 
Newborn. (Sul trattamento prenatale. della malattia 
emolitica del neonato) 

O. M. VALERI. Archivio Italiano di Pediatria e Pueri- 
coltura [Arch. ital. Pediat.] 12, 209-221, 1948. 21 refs. 


The author discusses briefly the theory and practice 
of the attempted prevention of haemolytic disease of 
the newborn. He gives details of a typical case of 
haemolytic disease of the newborn in which the mother 
was given prophylactic treatment with anti-typhoid 
vaccine, during pregnancy, as suggested by Wiener. 
The mother had had three previous pregnancies. During 
the first she was weak and pale and slightly jaundiced. 
Her first child appeared normal at birth but at 15 days 
developed jaundice with swelling of the abdomen and 
died at 45 days. The second child developed similar 
signs at 15 days and died at 30 days. The diagnosis at 
necropsy was erythroblastosis foetalis. The third child 
showed abdominal distension at birth, developed 
jaundice at 5 days, and died at 8 days. The father was of 
group A, Rh positive, and the mother of group A, 
Rh negative. No agglutinating antibodies were detected. 
During the fourth pregnancy from the third month the 
mother received anti-typhoid vaccine weekly. Before 
term the titre of anti-typhoid agglutinins was 1 in 6,400, 
no Rh antibodies (agglutinating antibodies) being 
detectable during or after pregnancy. No search was 
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made for blocking antibodies. The baby was normal 
when born, but was jaundiced from the third to the 
sixth day. Red cell fragility was increased. The Rh 
antigens of the parents were determined by means of 
anti-C, anti-D, and anti-E sera. The mother was 
cde/cde, the infant CDe/cde, and the father CDe/??e. 
The author considers erythroblastosis foetalis proved in 
the 3 siblings of this patient. He therefore concludes 
that, in all probability, the present baby escaped the 
consequences of erythroblastosis foetalis by the treatment 
with typhoid vaccine. 

[Apart from the post-mortem diagnosis of erythro- 
blastosis foetalis in the second baby, about which details 
are not supplied, neither the history of this family nor 
the history of the individual illnesses of the affected 
babies appears to be typical of haemolytic disease of the 
newborn. ] P. E. Polani 


256. Incidence of Sicklemia in the Newborn Negro 
Infant 

R. B. Scott, R. P. CRAwrForpD, and M. JENKINS. Ameri- 
can Journal of Diseases of Children [Amer. J. Dis. Child.] 
75, 842-849, June, 1948. 1 fig., 13 refs. 


The blood of 262 newborn negro infants was tested 
for evidence of sickle cells. The sickling trait was 
present in 9 (3-4%), 7 showing it on the first day of life. 
In 2, examination of the mother’s blood also showed 
sickling, and in one case a cousin suffered from sickle- 
cell anaemia. None of the affected infants exhibited 
any signs of anaemia. 

For comparison, 209 older children, aged from 1 week 
to 11 years, were tested, and 16 (7:5%) gave positive 
results. Two of these subsequently developed active 
anaemia. Of the 9 affected newborn infants 2 were 
examined later, at 17, 11, and 7 months respectively, 
and, although they all showed some increase in the 
percentage of sickle cells, they were in excellent condition 
and all had normal blood counts. 

Clinical evidence of anaemia is rare under 6 months of 
age; the cause of this latent period is not known. 

W. F. Gaisford 


LEUKAEMIAS 


257. Tartar Emetic and X-ray Therapy in Chronic 
Myeloid Leukaemia. (Tartaro stibiato e roentgenterapia 
associati nella leucemia mieloide cronica) 

G. Liscut. Haematologica [Haematologica] 31, 673-687, 
1948. 3 figs. 


Courses of about 30 intravenous injections, at first on 
alternate days and later daily, of 0-05 g. of tartar emetic 
in 10 ml. water were combined with total body irradiation 
in the treatment of 3 patients with myeloid leukaemia. 
The total leucocyte count fell and there was no psycho- 
logical disturbance or nausea. The spleen diminished 
in size. Resistance to the drug has so far not been noted; 
this contrasts with cases in which radiotherapy only is 
given. The patients have been followed up for from 3 
to 5 years and remain well. E. Neumark 


258. Histoplasmosis and Lymphoblastoma: Are These 
Diseases Related? 

E. P. Cawtey and A. C. Curtis. Journal of Investi- 
gative Dermatology [J. invest. Derm.] 11, 443-453, Dec., 
1948. 4 figs., 14 refs. 


Four patients, 2 with lymphatic leukaemia and 2 with 
Hodgkin’s disease, were found to be suffering from 
histoplasmosis at the same time. The cases are described 
and illustrated with photomicrographs. The reticulo- 
endothelial system is affected by both diseases and clinical 
features and pathological findings are often similar, 
Available evidence seems to indicate that the lympho- 
blastomas may predispose to histoplasmosis, but that 
an actual transition between the two diseases is unlikely, 

James Marshall 


259. Studies on the Chemotherapy of Leukemia, 
I. Effect of Certain Nitrogen Mustards and Carbamates on 
Transmitted Mouse Leukemia 

J. H. BURCHENAL, R. A. Lester, J. B. Rivey, and C. P, 
RuHoapDs. Cancer [Cancer] 1, 399-412, Sept., 1948. 
3 figs., 31 refs. 


Chloroleukaemia or a lymphoid leukaemia was trans- 
planted into specially inbred mice of a strain susceptible 
to spontaneous leukaemia, and the animals were then 
given different doses of various chemotherapeutic agents. 
Nitrogen mustards with only one 2-chloroethyl group, 
stilbamidine, testosterone, and cultures of Leishmania 
donovani did not influence the disease. The bis(2-chloro- 
ethyl)jamines prolonged the lives of treated animals. 
Several related compounds were also effective. Col- 
chicine was active, and urethane slightly less so. It is 


suggested that even better therapeutic agents may be 


found by similar elaborate controlled animal experiments. 
E. Neumark 


260. On the Possible Relationship Between Adreno- 
cortical Function and the Leukemic State 

L. Levin. Cancer [Cancer] 1, 413-418, Sept., 1948. 
24 refs. 


Inbred leukaemia-susceptible mice were inoculated 
with leukaemic cells, and then given daily subcutaneous 
injections of 11-dehydrocorticosterone. Animals were 
killed when clinical criteria of leukaemia appeared; 
controls were killed at the same time. The adrenal 
cholesterol concentration was estimated, and was found to 
be lower in the leukaemic animals. The adrenal choleste- 
rol level is much higher in the female. The course of the 
disease was not altered by the injections. | E. Neumark 


RETICULO-ENDOTHELIAL SYSTEM 


261. Nitrogen-mustard Therapy for Hodgkin's Disease, 
Lymphosarcoma, the Leukemias, and Other Disorders 
M. M. Wintrose and C. M. HUGULEY. Cancer [Cancer] 
1, 357-382, Sept., 1948. 6 figs., 12 refs. 


Nitrogen mustard was given to 102 patients in courses 
of 4 to 6 intravenous injections in doses varying from 
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0-1 to 0-8 mg. per kilo body weight. Courses were 
repeated when symptoms recurred. The diagnosis was 
substantiated mostly by biopsy. Frequent estimation 
of haemoglobin control, haematocrit values, and red 
and white cell counts were made, as well as platelet 
counts and bone-marrow studies. Most patients were 
treated as in-patients. Of 32 patients with Hodgkin's 
disease 13 are still living, having survived for an average 
for 15 months. The result of treatment was good in 17, 
poor in 10. Fever usually subsided with treatment, and 
pain, especially backache, was relieved. Only 3 of 11 
patients with lymphosarcoma responded well. In all 5 
cases of reticulum-cell sarcoma the patients died. Of- 
11 patients with chronic myeloid leukaemia 7 showed a 
good response and survive. When cases eventually 
become refractory to radiotherapy, nitrogen mustard 
also usually fails. Coincident with the fall in the leuco- 
cyte count there was an increase in the packed-cell 
volume. Of 14 patients with lymphatic leukaemia 5 
showed good response. All 7 patients with various 
cancers, sarcoma, or multiple myeloma gave a poor 
response. Nausea and vomiting in the early stages of 
treatment was partly controlled by heavy doses of 
sedatives. The decrease in red-cell values is quickly 
regained after the end of acourse. The earliest haemato- 
logical effect was a fall in the lymphocyte count within 
the first week. With recovery, the number of eosinophils 
and monocytes increased. Leucopenia occurred in 51% 
of cases, but penicillin was freely used prophylactically. 
The platelet count fell after 20 of 93 courses of treatment. 
The results are set out in detail in 10 tables. Nitrogen 
mustard is useful in cases of Hodgkin’s disease with 
generalized involvement and constitutional symptoms. 
E. Neumark 


262. Adult Gaucher’s Disease, with Special Reference 
to the Variations in its Clinical Course and the Value of 
Sternal Puncture as an Aid to its Diagnosis 

J. GROEN and A. H. Garrer. Blood [Blood] 3, 1221- 
1237, Nov., 1948. 6 figs., 36 refs. 


The authors give detailed clinical histories of 9 cases 
of Gaucher’s disease studied personally for a variable 
number of years. These cases manifest the usual 
clinical features of the disease. The frequency of bone 
pains due to skeletal involvement in this group is perhaps 
worthy of comment. The authors stress the importance 
of sternal puncture in diagnosis and consider the finding 
of Gaucher cells in the sternal marrow as the essential 
criterion on which the diagnosis should be based. These 
cells can be found in the sternal marrow before osteo- 
porosis is radiologically detectable, and have sometimes 
been found before any of the usual clinical signs have 
appeared. 

The authors describe their technique for the stain- 
ing and examination of marrow smears and state that it 
is not uncommon to find cell types intermediate between 
the reticulum stem cell and the typical Gaucher cell. 
They emphasize that the course of the disease is invariably 
progressive, the rate of progress being dependent on the 
age of onset, and it is not affected by splenectomy which 
should only be undertaken to relieve distressing symptoms 
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due to a large splenic mass. It is interesting that, in the 
2 patients who underwent spienectomy and survived, 
the usual leucopenia was replaced by a slight but per- 
sistent leucocytosis. P. C. Reynell 


263. The Hereditary Mechanism of Gaucher’s Disease 
J. GROEN. Blood [Blood] 3, 1238-1249, Nov., 1948. 
5 figs., 19 refs. 


The author reviews the literature on the familial 
incidence of Gaucher’s disease (64 familial cases in 25 
families) and adds another 25 cases in 6 families and also. 
4 “ sporadic”’ cases. He finds only 3 definite examples 
of “ vertical”? spread; otherwise the spread is always 
“ horizontal’’ (cases occurring among siblings and 
cousins of the same generation). He gives pedigrees of 
the families that he has studied personally and tries to 
explain the disease as due to a dominant mutation 
appearing with increasing severity in succeeding genera- 
tions. At first a mild or subclinical case appears and 
eventually, after two or three generations, the disease 
dies out as all the affected children are stillborn or die 
young. He considers that no further progress along 
these lines will be made until relatives of patients are 
examined by sternal puncture on a large scale in order to 
detect subclinical cases. 

[The author’s view can at present be regarded only as 
an interesting hypothesis. He does not adequately 
explain the frequent occurrence of apparently sporadic 
cases or the frequency with which adult patients with 
Gaucher’s disease have normal families with no definite 
history of abortions or stillbirths. The difficulty of 
this sort of work lies not only in tracing the relatives, 
but in the natural reluctance of ** normal ’’ individuals 
to submit themselves to clinical and pathological 
investigations. ] P. C. Reynell 


264. Studies Concerning the Pathogenesis of Gaucher’s 
Disease 

B. OTTENSTEIN, G. SCHMIDT, and S. J.. THANNHAUSER. 
Blood [Blood] 3, 1250-1258, Nov., 1948. 1 fig., 25 refs. 


The authors confirm the observation that the serum 
of patients with Gaucher’s disease does not contain 
measurable amounts of cerebrosides. They demon- 
strate that in the red cells of normal subjects and of 
patients with Gaucher’s disease the cerebrosides are 
quantitatively and qualitatively the same. They describe 
their method, which involves repeated extraction of 
lipids from washed red cells followed by acid hydrolysis 
of the residue and separate estimation of the liberated 
glucose and galactose. They put forward their results 
as evidence that the large amount of cerebroside found 
in the organs of patients with Gaucher’s disease is due to 
their synthesis and storage in these cells and that the 
condition is a deviation of intracellular enzymatic meta- 
bolism of reticulum cells and histiocytes. In the tissues 


of patients with Gaucher’s disease they find that the ratio 
of glucocerebrosides to galactocerebrosides is extremely 
_variable; a pronounced difference was found even in the 
case of 2 siblings who died of the disease. 
P. C. Reynel 
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_265. Pain as the Important Factor in Limiting Pul- 
monary Ventilation. (Bons Kak daKtop 
TOPMOMKEHHA 

M. Z. ROTENFELD. Meguunna [Kiin. 
Med., Mosk. 26, No. 10, 36-42, Oct., 1948. 6 figs., 
refs. 


The author carried out functional investigation of the 
lungs at the Kirov Memorial Medical Institute, Lenin- 
grad, by ordinary radiological methods combined with 
teleradiography and kymography. Special attention is 
drawn to the value of lung kymography in revealing the 
movement of the lungs as well as the action of the 
diaphragm and the ribs during respiration. Pain on 
breathing was shown to lead to a decrease in the 
amplitude of respiratory movements in the affected side 
of the chest with impaired costal and diaphragmatic 
movement. Five case histories are given. Impaired 
costal respiration leading to impaired pulmonary 
ventilation was observed when neuro-muscular pain 
affected the intercostal muscles, in acute pleurisy, in rib 
fractures, in pneumonia involving the pleura, and 
especially in lower-lobe lobar pneumonia. In one case 
lower-lobe pneumonia led to a cessation of pulmonary 
ventilation in the whole of the lung. In broncho- 
pneumonia not involving the pleura pulmonary ventila- 
tion was shown to be normal. 

Attention is drawn to the fact that chest wounds caused 
through trauma or surgical intervention, and abdominal 
operations, reduced the vital capacity to about 45% by 
inhibiting diaphragmatic and costal respiration. It is 
thought that pain is the main factor impairing pul- 
monary ventilation. Kymograms of the lungs showed 
that in the absence of pain extensive fibrosis of the lungs 
did not lead to impaired costal respiration and that the 
clinical finding of fibrosis was no indication of the 
extent to which pulmonary ventilation was impaired. 
Calcification of the ribs was not shown to be a cause of 
diminished functional activity of the lungs. 

N. Chatelain 


266. Pneumonia in North-West London, 1942-4. 
II. Pneumonias not Attributable to Specific Bacterial 
Infection - 

R. E. Giover, J. H. HumMpurRey, H. Joues, and E. D. 
VAN DER WALT. Thorax [Thorax] 3, 214-232, Dec., 
1948. 10 figs., 25 refs. 


This paper is a supplement to a preceding paper and 
deals with the remaining 53 patients of a series of 351 
cases of primary pneumonia.’ This group of cases in 
which bacterial infection could not be proved were 
investigated by serological and direct means for evidence 
of virus infection. There were no significant differences 
between the two groups as regards age, sex, history of 
previous chest disease, physique, and rate of radiographic 


clearance. There was no unusual seasonal incidence, 
The main points lay in the relatively insidious onset, 
failure to respond to sulphonamides, and absence of 
pathogenic bacteria in the sputum. The radiograph 
showed mottled shadows involving more than one lobe 
and in some cases migrating from one lobe to another, 
In general patients were not so severely ill as with 
pneumococcal infection nor was there a leucocytosis, 
The condition subsided more slowly and sterile pleural 
effusions tehded to form. In a small group of cases of 
wandering pneumonia not responding to chemotherapy 
there was serological evidence of a virus infection of the 
psittacosis type; in another group the description fitted 
that of primary atypical pneumonia. 

In the sputum, Staphylococcus aureus was found in 
21% in contrast to 5% of the pneumococcal group, 
Suggesting that in a few cases there may have been a 
primary staphylococcal pneumonia. Haemolytic strepto- 
cocci were found in 61% of the sputa but were not 
further investigated; there is no proof that they were 
pathogenic. The proportion of sputum containing « 
and y haemolytic streptococci was constant from season 
to season. Non-haemolytic streptococci were found in 
15% of the sputa. Lung puncture at the site where the 
physical signs were maximal was performed in 25 cases. 
In only one instance was a positive culture obtained, 
pneumococci being grown from an area of persistent 
consolidation. The stained smear yielded only negative 
information. There were no complications but it is 
concluded that lung puncture was of insufficient diag- 
nostic value to justify its continuance. 

Serological investigations were carried out for primary 
atypical pneumonia, the psittacosis group, and lympho- 
cytic choriomeningitis. As regards primary atypical 
pneumonia the authors feel that half the cases should be 
diagnosed by the cold agglutination method. Tests were 
made by the Turner technique in all cases of pneumonia 
of uncertain aetiology; in only 2 cases were significant 
titres found. Complement-fixation tests with psitta- 
cosis antigen were performed on convalescent sera and 
acute phase sera when available from 35 cases of pneu- 
monia of doubtful aetiology and from 10 cases of 
pneumococcal pneumonia with delayed resolution. 
Some degree of fixation was found in 11 cases; in only 


6 of these was there a significant titre of 1 in 8 or over._ 


None of the patients had any evidence of infection with 
lymphogranuloma venereum, and it is unlikely that any 


of the positive results were attributable to earlier infection — 


with the virus. The complement-fixation test for lympho- 
cytic choriomeningitis was carried out on convalescent 
sera from 22 cases. There were no positive results. In 
tests of 17 sera with other viruses 3 showed weak comple- 
ment fixation in the presence of Sey virus. 

In attempts to isolate virus agents, 32 samples of 
material were sent to the National Institute for Medical 
Research. The material included fluid from infected 
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parts of the lung, pleural fluid and sputum in some cases, 
and throat washings collected within 3 days of admission. 
In 9 instances transient lesions were produced and in 
1 case a virus of the ornithosis group was isolated. 
There was no evidence of association with domestic 
birds or animals. The experiments with mice were 
complicated by the recovery of a mouse pneumonitis 
virus. Though specimens from human patients were 
capable of activating the virus there is no suggestion that 
this virus is associated with primary atypical pneumonia. 
Six illustrative case histories are given together with 
radiographs. Technical details of laboratory methods 
are given and for these the original paper should be 
consulted. E. H. Hudson 


267. Treatment of Primary Atypical Nonbacterial 
Pneumonia with Aureomycin 

E. B. SCHOENBACH and M. S. Bryer. Journal of the 
American Medical Association [J. Amer. med. Ass.} 139, 
275-280, Jan. 29, 1949. 3 figs. 


This is a study of the successful treatment of 18 cases 
of primary atypical pneumonia with aureomycin, a new 
antibiotic derived from culture of Streptomyces aureo- 
faciens. \t is emphasized that the pathogenesis of this 
type of pulmonary infection is unknown. In the series 
under review care was taken to exclude the clinically 
similar but serologically identifiable conditions of 
influenza, psittacosis, Q fever, typhus, and other rickett- 
sial infections. Cold haemagglutinins, however, were 
- found in 50%, and -agglutinins for Streptococcus M.G. 
in 75%, of the cases reported. Moreover, it was apparent 
that the positive results obtained with these two tests 
gave an indication of the severity and duration of the 
disease. 

The ages of the first 13 patients varied from 10 to 59 
years. - Symptoms included cough, headache, and rigors. 
Clear signs of pulmonary inflammation were present in 
9 cases but radiographs revealed infiltrations much in 
excess of that suggested by physical examination. In 5 
cases more than one lobe was involved. Total white 
cell counts were slightly raised in 2 cases and normal in 
the others. No significant pathogens were isolated from 
nose, throat, or sputum. All but one of these patients 
were severely ill. In 9 the temperature was above 
104° F. (40° C.) when aureomycin treatment was started. 
The febrile period had averaged about 12 days. Penicil- 
lin and/or sulphadiazine had been administered without 
benefit in 10 cases. 

Aureomycin hydrochloride was given orally in an 
initial dosage of 30 to 50 mg. per kilo body weight per 
day, a priming dose of 100 to 250 mg. hourly for three 
doses being followed by the same dose 2-hourly until the 
patient became afebrile. This occurred within 24 
hours in 9 cases and within 72 hours in the remaining 4. 
There were no untoward reactions such as have been 
described with larger quantities of the drug given in the 
treatment of other infections. Recovery proceeded 
virtually without interruption, both clinically and 
radiographically. 

In assessing this trial it is recognized that the course of 


atypical pneumonia may be very variable. Nevertheless © 


it is pointed out that this swift response has been obtained 
in every patient of a series in which all were severely ill, 
and it is concluded that aureomycin appears to be an 
effective chemotherapeutic agent against the disease. 

I. McD. G. Stewart 


268. Pneumococcal Pneumonia Treated with Aqueous 
Penicillin at Twelve-hour Intervals 

P. A. TUMULTy and G, Zusrop. New England Journal 
of Medicine [New Engl. J. Med.] 239, 1033-1036, Dec. 30, 
1948. 14 refs. 


In the Johns Hopkins Hospital, Baltimore, 75 patients 
with pneumococcal pneumonia were treated with 300,000 
units of penicillin in aqueous solution intramuscularly 
every 12 hours. Compared with similar series of patients 


in previous years who were treated with either 3-hourly - 


injections of aqueous penicillin or daily injections of 
penicillin in oil and beeswax, the present series of patients 
recovered as quickly and as effectively. It is suggested 
that a constant high blood level of penicillin is unneces- 
sary for the effective treatment of uncomplicated pneu- 


~monia, and the authors wonder whether other infections 


would not respond equally well to such relatively 
infrequent doses. John R. Forbes 


269. The Function of Monocytes in Influenza Virus 
Pneumonia. (Uber die Funktion der Monozyten bei 
der Influenzaviruspneumonie) 

K. BaLLowitz. Zeitschrift fiir die Gesamte Innere 
Medizin [Z. ges. inn. Med.| 3, 437-445, Aug., 1948. 
14 figs., 43 refs. 


The peculiarities of the inflammatory tissue reaction 
in influenzal pneumonia were studied in mice by means 
of vital staining. The 107th to 115th passage of the 


influenza virus PR8 in’1 in 100,000 to 1 in 200,000 


dilution was employed for intranasal infection, producing 
fatal disease in mice in 6 to 10 days. Vital staining was 
effected by the subcutaneous injection of 0-3 to 0-4 ml. 
of a 0-25% solution of trypan blue. Other dyes tried 
(neutral red, carmine, pyrrol blue, methylene blue) 
proved less satisfactory. The dye was injected at the 
height of the inflammatory reaction, usually on the 4th 
day after infection. Frozen sections of the lungs ‘some- 
times counterstained with eosin showed from the 3rd 
day after infection accumulations of large round or oval 
mononuclear vital-staining cells, probably histiocytic 
monocytes, at first in the adventitia of medium bronchi 
and vessels and spreading gradually along the interstitiae 
to the alveolar septa. Differences between the vital- 
staining cellular elements of the reticulo-endothelial 
system of the liver and the described cellular reaction in 
virus pneumonia are stressed. Trypan blue also reveals 
characteristic changes in the blood picture of mice with 
influenzal pneumonia; monocytosis is marked and the 
majority of cells are vitally stained. There are also 
changes in the polymorphonuclear leucocytes and large 
lymphocytes, particularly in prolonged disease. 
E. Nassau 


— 
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270. Effect of Prophylactically Administered Penicillin 
on Incidence of Bacteremia Following Extraction of Teeth. 
Results in Patients with Healed Rheumatic and Bacterial 
Endocarditis 

H. L. Hirsu, J. J. Viveno, A. MERRIL, and H. F. DowLING. 
Archives of Internal Medicine [Arch. intern. Med.] 81, 
868-878, June, 1948. 23 refs. 


To determine the value of penicillin in the prevention 
of bacteriaemia after dental extraction, the authors gave 
600,000 units of penicillin in peanut oil and beeswax to 
65 unselected patients 3 to 4 hours before extraction 
while an equal number, who served as controls, were not 
given this prophylactic dose. Extraction was accom- 
plished by the elevator-forceps technique, local infiltra- 
tion analgesia being induced with procaine and adrenaline. 
Aerobic and anaerobic blood cultures were obtained 
immediately and at intervals of 10 and 30 minutes after 
extraction. The authors found that when all the 
organisms cultured from the blood were considered there 
was no difference in the incidence of bacteriaemia, but 
that when « and y streptococci alone were considered 
the incidence of bacteriaemia was- significantly lower in 
patients receiving the prophylactic dose. Because of 
the importance of these organisms in the causation of 
subacute bacterial endocarditis the authors recom- 
mend the use of prophylactic penicillin in all cases of 
rheumatic fever and congenital heart disease when dental 
extraction is needed. Although the incidence of 
bacteriaemia bore no relation to age, sex, race, state of 
oral hygiene, or number of teeth extracted, the number 
of positive blood cultures was definitely greater in patients 
needing extensive surgical procedures such as bone 
surgery. S. Karani 


271. Benign Stricture of the Esophagus, with Special 
Reference to Esophagitis, Hiatus Hernia, Esophageal 
Ulcer, and Duodenal Ulcer 

E. B. Benepict and R. H. Sweet. Gastroenterology 
[Gastroenterology] 11, 618-628, Nov., 1948. 5 figs., 
10 refs. 


The authors suggest that benign stricture of the oeso- 
phagus is less rare than is generally supposed. It almost 
always involves the lower inch or so of the gullet, and 
probably arises from preceding oesophagitis, notably 
that produced by regurgitation of gastric juice. Of 60 
patients, 6 had benign stricture, oesophagitis, hiatus 
hernia, oesophageal ulcer, and duodenal ulcer. Many 
others had hiatus hernia, or duodenal ulcer, or oeso- 
phageal ulcer “ in various combinations ”’. 

[This certainly lends weight to the hypothesis that high 
gastric acidity and reflux of the secretion into the oeso- 
phagus are the most important causes of benign stricture.] 

A. H. Douthwaite 
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272. The Value of a Special Pepsin—pancreatic Prepara- 
tion in the Treatment of Peptic Ulcer and Gastric Hyper- 
acidity 

J. WetssBerG, T. H. McGavack, and L. J. Boyp, 
American Journal of Digestive Diseases [Amer. J. digest, 
Dis.] 15, 332-336, Oct., 1948. 1 fig., 14 refs. 


A pill was constructed containing pancreatin 300 mg. 
1 bile salts 150 mg. in an enteric-coated capsule, and 
this was enclosed in a second pill containing 250 mg. of 
pepsin. This was given to 30 patients suffering from 
duodenal ulceration, and to 14 patients with gastric 
hyperacidity without demonstrable pathology. The 
authors claim that a moderate to pronounced relief of 
pain resulted in 70% of cases, and recommend the use 
of such a pill in combination with alkalis in the treatment 
of duodenal ulceration. Christopher Hardwick 


273. Effect of Intravenously Administered Amino Acids 
on the Stomach of a Woman with a Gastric Fistula 

R. J. Criper and S. M. WALKER. Archives of Surgery 
[Arch. Surg., Chicago] 57, 10-17, July, 1948. 3 figs., 
1 ref. 


Observations are reported on the gastric activity of a 
21-year-old negress who had a large gastrostomy opening. 
Gastric motility, secretions, and the colour quotient of 
the mucosa were measured during the intravenous 
infusion of a 5% hydrolysed protein solution (“* amigen ”’), 
and also during the infusion of a solution of crystalline 
amino-acids. The effect of these solutions was to decrease 
motility, reduce the secretion of gastric juice without 
appreciable change in the acid content, cause pallor of 
the mucosa, and provoke nausea. These observations 
were controlled by the infusion of dextrose and sodium 
chloride solutions on other occasions. No comparable 
changes in gastric activity were then noted. It is con- 
cluded that amino-acids, when introduced intravenously, 
decrease gastric activity. Pain evoked by the intro- 
duction of the needle causes a temporary increase in 
gastric motility. [Only six observations, inclusive of 
controls, are reported.] John Naish 


274. Studies on Carbohydrate Metabolism in Patients 
with Gastric Cancer. Defective Hepatic Glycogenesis; 
Effects of Adreno-cortical Extract 

N. F. Youna, J. C. ABELS, and F. HomspurGer. Journal 


of Clinical Investigation [J. clin. Invest.] 27, 760-765, 


Nov., 1948. 5 figs., 14 refs. 


Various metabolic dysfunctions have been shown by 
the authors (Arch. Surg., 1943, 46, 844) and others 
(Rhoads, J. nat. Cancer Inst., 1947, 7, 333) to exist in 
patients with gastric cancer which may contribute to the 
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cachexia often present despite an adequate diet. In the 
present experiment it is shown that in such patients 
hepatic glycogenesis is defective and that the defect can 
be corrected by the administration of adrenal cortical 
extract. Liver samples were taken by biopsy from 38 
patients with gastric cancer at laparotomy after a 12-hour 
fast. The glycogen content (average 2%) did not differ 
significantly from that found under similar conditions in 
14 patients with benign gastric and duodenal lesions. In 
a second experiment, 9 patients with gastric cancer were 
given 250 g. dextrose by mouth in 5 divided doses at 
2-hour intervals before liver biopsy at laparotomy. The 
liver glycogen content (average 3:9%%) was significantly 
lower than in 15 patients with benign lesions treated 
similarly (7-6%). In a similar experiment, 14 patients 
with gastric cancer were given adrenal cortical extract 
in addition to glucose. The average liver glycogen 
content was 6°4%. Administration of insulin (5 to 12 
units with each glucose fraction) together with glucose 
to 6 patients with gastric cancer resulted in a hepatic 
glycogen value of 3-6%. No noteworthy differences 
were detected as regards glucose tolerance curve or 
blood-sugar level during a 62-hour fast between patients 
with gastric cancer and controls. 

_ The defective hepatic glycogenesis demonstrated in 
patients with cancer, though corrected by adrenal 
cortical extract, is different in nature from that in 
Addison’s disease, for in that condition the blood sugar 
and hepatic glycogen levels are lowered by fasting and 
insulin sensitivity is increased. The nature of the 
metabolic dysfunction found in the present experiments 
isobscure; impairment of glucose absorption is apparently 
not concerned since similar findings have been obtained 
in mice with sarcomata (Proc. Soc. exp. Biol., N. Y., 1947, 
66, 322) when glucose was administered intraperitoneally. 

R. A. Gregory 


e 


275. Radiation Therapy in Peptic Ulcer: An Analysis 
of Results 

W. E. Ricketts, W. L. PALMER, J. B. KIRSNER, and 
A. HAMANN. Gastroenterology [Gastroenterology] 11, 
789-806, Dec., 1948. 1 fig., bibliography. 


276. Effect of Roentgen Irradiation of the Gastric 
Mucosa 

W. E. Ricketts, J. B. KirsNer, E. M. HUMPHREYS, and 
W. L. PALMER. Gastroenterology [Gastroenterology] 11, 
818-832, Dec., 1948. 10 figs., 41 refs. 


Between 1936 and 1948 more than 800 cases of peptic 
ulceration were treated by x-ray irradiation of the fundus 
of the stomach. Doses which varied from 2,500 r to 
666 r were given in 5 or 6 sessions through two separate 
portals. Various techniques were used, for details of 
which the original paper must be consulted. X-ray 
therapy was accompanied by the usual methods of medical 
treatment, and no attempt was made to treat any group 
of patients by x rays alone. 

Clinical, radiological, secretory, and gastroscopic 
studies were made on the majority of patients during and 
after treatment, and in 18 patients gastric tissue obtained 
by biopsy or partial gastric resection was examined 
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histologically. The histological changes were similar to 
those abserved in animals similarly treated, namely, 
hyperaemia, oedema, and infiltration of the mucosa 
with polymorphonuclears, superficial ulceration of the 
mucosa with adherent exudate, and in some cases 
eventual atrophic changes. Some of these changes, 
namely, the exudation, oedema, hyperaemia, erosions, 
and haemorrhages, could be observed with the gastro- 
scope. Patients with such gastritic changes had no new 
symptoms. The extent of the changes was related to 
the size of the effective dose, and the degree of suppression 
of acid secretion was proportional to the extent of the 
gastroscopic changes enumerated above. The majority 
of patients given doses in the region of 2,000 r developed 
considerable gastritis of this type, and in them acid 
secretion in response to histamine was abolished for 
varying periods, usually about 3 months; a few patients, 
however, developed mucosal atrophy and remained 
achlorhydric for many years. 

Acid secretion could be suppressed most easily in 
patients with gastric ulceration; 90% of those with gastric 
ulcer who were given full doses developed histamine-fast 
achlorhydria. A smaller proportion of those with 
duodenal ulceration developed achlorhydria. Healing 
of ulcers took place within 3 weeks to 3 months of x-ray 
therapy, if the latter was successful in producing achlor- 
hydria; but ulcers tended to recur when acid secretion 
returned, as it did in most cases after about 3 months. 
Nevertheless healing took place in 45 out of 50 patients 
treated by x rays as against 69 out of 114 treated by the 
usual medical means alone. Age or duration of ulcer 
history did not affect results of x-ray therapy. The 
incidence of recurrence of ulcer, although still 33%, 
was lessened by x-ray therapy. John Naish 


277. Effect of Folic Acid on Gastric Secretion. (Studio 
dell’azione dell’acido folico sulla secrezione gastrica) 
W. Paotrno and F. VERGNANO. Minerva Medica 
[Minerva med., Torino] 2, 416-420, Oct. 20, 1948. 


Spies found that in pernicious anaemia, sprue, and 
nutritional macrocytic anaemia treated with folic acid, 
there was already by the fourth day a great improvement 
in appetite, tongue symptoms, dysphagia, and diarrhoea, 
and less rapid emptying of stomach and upper intestine 
was shown radiologically. Even with little response of 
the blood picture in sprue, there was frequently rapid 
general improvement with cessation of diarrhoea; this 
raised the question whether folic acid has two distinct 
actions, on erythropoiesis and on the gastro-intestinal 
tract. Folic acid was tried without success in ulcerative 
colitis. Davidson showed that it promoted intestinal 
absorption of fatty acids. Wilkinson demonstrated that 
folic acid has no effect on the histamine-resistant achlor- 
hydria of pernicious anaemia. Liver extracts stimulate 
gastric secretion in the normal person and in the dog, and 
an active principle has been isolated by Barfred. 

The authors investigated’ the action of folic acid on the 
gastric secretion of 30 persons, who were either healthy 
or under hospital treatment for various conditions. A 
stomach tube was passed while the patient was fasting 
and fluid withdrawn every 15 minutes for an hour; 
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15 mg. folic acid was then injected intramuscularly and 
further samples were aspirated quarter-hourly for the 
second hour. A definite stimulant action was found, 
both the volume of secretion and its acid content being 
increased. In  histamine-resistant achlorhydria folic 
acid produced as large an amount of secretion as did 
histamine, and in one or two cases the volume and total 
acidity were greater with folic acid, but in no case did 
free acid appear. There was nothing to show whether 


the action of folic acid was a direct or indirect one on the 


gastric mucosa, or what relation this stimulant effect had 
to its anti-anaemia action. Since the drug is effective 
both in pernicious anaemia in which there is absolute 
achlorhydria and in sprue and other conditions associ- 
ated with normal gastric acidity, it is improbable that its 
effect on gastric secretion is essential to its erythro- 
poietic activity. Its action on other parts of the ali- 
mentary tract, however, requires further investigation. 
E. G. Sita-Lumsden 


278. Uropepsin Excretion by Man. I. The Source, 
Properties and Assay of Uropepsin 

I. A. Mirsky, S. BLock, S. OsHER, and R. H. Brou- 
KAHN. Journal of Clinical Investigation [J. clin? Invest.] 
27, 819-824, Nov., 1948. 5 figs., 11 refs. 


As a preliminary to further studies on the excretion by 
normal subjects and patients of uropepsin, a pepsin-like 
enzyme found in the urine, an improved method of assay 
was evolved and an investigation made in dogs and 
human subjects of the properties and source of the 
enzyme. The assay method is a modification in detail 
of that used by Bucher (Gastroenterology, 1947, 8, 627) 
which involves the colorimetric estimation of tyrosine 
and similar substances liberated by digestion of a 
denatured haemoglobin substrate. Uropepsin was 
found to possess a stability curve at different pH values 
very similar to that of gastric pepsin, and no evidence of 
the presence of inhibitory substances in urine was 
obtained. When gastric pepsin was fed to normal 
subjects or dogs, and to patients (with pernicious anaemia) 
not excreting uropepsin no significant increase in uro- 
pepsin excretion resulted. Similar results were obtained 
with pepsin injected intravenously, but when pepsinogen 
was injected intravenously into dogs there was a marked 
increase in uropepsin excretion. These findings indicate 
that uropepsin is not derived from absorbed pepsin but 
from pepsinogen secreted directly into the blood stream 
by the gastric glands. R. A. Gregory 


279. Uropepsin Excretion by Man. II. Uropepsin 


Excretion by Healthy Men 

R. H. BrRou-Kaun, C. J. Popore, and I. A. Mirsky. 
Journal of Clinical Investigation [J. clin. Invest.]- 27, 
825-833, Nov., 1948. 5 figs., 6 refs. 


Urine was collected daily from 27 normal subjects and 
the excretion of uropepsin was determined. The data 
show that appreciable quantities of the enzyme are 
excreted at a fairly constant rate throughout the day and 
from day to day. The authors therefore believe that 
contrary to Bucher’s contention (Gastroenterology, 1947, 


8, 627) the 24-hour uropepsin output can be calculated 
from the enzyme content of a urine specimen collected 
over a shorter known time (for example, overnight), 
The rate was not related to the volume, specific gravity, 
or acidity of the urine or to factors such as wakefulness, 
sleeping, ordinary exercise, or fluctuations in dietary 
habits. The ingestion of food did not stimulate uro- 
pepsin excretion; this accords with the finding (Bucher 
and Anderson, Fed. Proc., 1948, 7, 16) that caffeine and 
histamine, both of which are powerful stimulants of 
gastric secretion, have no influence on the excretion of 
uropepsin by cats. Uropepsin excretion appears to be 
a function of the endocrine rather than the exocrine 
activity of the peptic glands of the stomach. 
R. A. Gregory 


280. Uropepsin Excretion by Man. III. Uropepsin 
Excretion by Patients with Peptic Ulcer and Other Lesions 
of the Stomach 

C. J. Popore, R. H. BRoH-KAHN, and I. A. Mirsky. 
Journal of Clinical Investigation [J. clin. Invest.] 27, 
834-839, Nov.; 1948. 2 figs., 7 refs. 


Uropepsin assays were performed on overnight speci- 
mens of urine collected from patients with: (a) demon- 
strable gastric or duodenal ulcers; (6) symptoms refer- 
able to ulcer; and (c) pernicious anaemia. Patients in 
group (a) excreted uropepsin at about twice the rate of 
normal subjects, those in group (+) had a normal 
uropepsin excretion, and those in group (c) excreted no 
uropepsin. The frequently observed association of 


hyperacidity with increased uropepsin excretion is ° 


regarded as fortuitous. The findings suggest that uro- 
pepsin assays may have some value in the diagnosis of 
peptic ulcer. R. A. Gregory 


281. Treatment of Gastric and Duodenal Ulcers with 
Anion Exchange Resins 

J. Weiss. Review of Gastroenterology [Rev. Gastroent.] 
15, 826-831. Nov., 1948. 12 refs. 


This is another paper on the antacid effect of a synthetic 
resin (see Abstracts of World Medicine, 1948, 4, 288; 
1949, 5, 81). Of 44 patients with peptic ulcers given the 
resin, 39 obtained relief from pain in from 1 to 8 days. 
It is also claimed that the average healing time of the 
ulcer crater is shorter than in a control group treated 


with aluminium preparations. Hardly any toxic effects _ 


were observed. 


[The rapid relief from pain is not very impressive, as 


most patients with peptic ulcers respond to rest in bed 
and a bland diet, but the absence of any gastro-intestinal 
effect makes these resins a valuable asset. Unfortunately 
no accurate data regarding healing time are given.] 

R. Schneider 


282. Gastric Ulcer: A Study of 600 Cases 
F. H. SmitH and §S. M. JorDAN. Gastroenterology 
[Gastroenterology] 11, 575-597, Nov., 1948. 4 figs. 


The incidence of malignant ulcer in a group of 600 
cases of gastric ulcer was 9-8% (59 cases). Malignancy 


strongly favoured the fundus and greater curvature 


5 figs 
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{but it is surprising to note that only 17% of pre-pyloric 
ulcers were carcinomatous]. The authors noted that 
achlorhydria was twice as common in the malignant as 
in the benign group. Several cases of hyperacidity with 
gastric malignancy were nevertheless encountered. Loss 
of weight was common to both groups and rather more 
frequent in cases of benign ulcer. Haemorrhage and 
obstruction are stated to occur almost equally in each 
group. [No distinction is made between blood-streaked 
yomit and gross haemorrhage, and no details are given 
to explain the criteria of obstruction.] The remarkable 
claim is made that in 29% of the cases of malignant 
gastric ulcer the radiograph showed a defect in the 
duodenum. Recurrence of gastric ulcer is regarded as a 
clear indication for surgery because of the danger of 
carcinoma. A. H. Douthwaite 


283. Observations on the Excessive Nocturnal Gastric 
Secretion in Patients with Duodenal Ulcer 

J. B. KIRSNER, E. Levin, and W..L. PALMER. Gastro- 
enterology [Gastroenterology] 11, 598-617, Nov., 1948. 
5 figs., 22 refs. 


[As only 5 cases are reported a full analysis of this 
paper is not being undertaken.] The authors confirm 
that atropine is useless in controlling an increased 
nocturnal output of acid in patients with duodenal ulcer. 
Large doses of enterogastrone were also valueless. 
X-ray irradiation of the fundus was strikingly effective 
in one case, less so in another, and without influence in 
2 more. A. H. Douthwaite 


284. Gastric Polyps 

L. L. HARDT, F. STEIGMANN, and G. MILLES. Gastro- 
enterology [Gastroenterology| 11, 629-639, Nov., 1948. 
6 figs., 13 refs. 


The introduction of the gastroscope has shown that 
benign tumours of the stomach are not so rare as was 
previously supposed. Gastric polyps are prone to 
produce symptoms, especially haemorrhage, and their 
detection is a matter of importance. They probably 
form | to 2% of gastric tumours. The authors, reporting 
on 62 patients with one or more polypoid lesions, find 
that 40°%% of these were not detected by x rays. 

A. H. Douthwaite 


285. Distribution of Gastric Changes Accompanying 
Gastric Cancers in Various Locations 

L. W. Guiss and F..W. Stewart. Archives of Surgery 
[Arch. Surg., Chicago] 57, 624-632, Nov., 1948. 9 refs. 


The authors made histological studies of 324 stomachs 
which included normal organs, some with carcinomata 
in various situations, some with gastric ulcers, and some 
associated with duodenal ulcers. They found that 
carcinomata of the fundus were as common as those in 
the pre-pyloric region. The mean age at which cancer 
developed in the various areas of the stomach was the 
same. Cancer of the stomach, with the exception of 
cancer of the cardia, was associated with a generalized 
chronic atrophic gastritis of moderate degree. In cases 


of cancer of the cardia this gastritis was less marked in 
the fundus. The presence of a duodenal ulcer had little 
or no influence on the gastric mucosa. Pre-pyloric ulcers 
were associated with a mild atrophic gastritis limited to 
the pyloric mucosa, whereas an ulcer in the fundus was 
associated with a generalized atrophic gastritis indis- 
tinguishable from that seen in carcinoma of the stomach. 
Christopher Hardwick 


286. Protection of Gastric Mucosa of the Rat against 
Ulceration by Prefeeding with Protein Hydrolysates 

H. SHAY, M. GRUENSTEIN, H. Srpcet, and S. A. KOMAROV. 
Proceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.] 69, 369-373, Nov., 
1948. 11 refs. 


Groups of rats were subjected to the treatment used by 
Shay et al. (Gastroenterology, 1945, 5, 43) for producing 
ulcers in the rumen. The pylorus was tied and 2 ml. of 
saline instilled into the stomach. The rats were killed 
after 6 hours. The diets of the groups for 4 weeks before 
operation had been: (1) Stock diet with 2 ml. morning 
and afternoon of commercial hydrolysed protein A 
containing 22% of sucrose. (2) Stock diet with 2 ml. of 
another commercial preparation B. (3) Stock diet with 
2 ml. of a solution of sucrose. 

Ulcers were found in 97% of rats in group (3). The 
number of rats in which ulcers were found and the 
severity of ulceration were significantly less in groups 
(1) and (2). 

There were no differences between the amounts of acid 
pepsin in the gastric juice of the three groups or between 
the rates of growth. J. R. Marrack 


287. Changes in Gastric pH Following the Administra- 
tion of Fruit Juice to Patients with Peptic Ulcer 

J. D. YEAGLEY and D. Cayer. North Carolina Medical 
Journal [N. C. med. J.] 9, 555-561, Nov., 1948. 1 fig., 
8 refs. 


The disadvantages of a diet consisting of frequent feeds 
of high caloric value, non-irritating and capable of 
buffering the acid secretion of the stomach, in the treat- 
ment of peptic ulcer have long been known. In parti- 
cular the levels of ascorbic acid tend to be lower than in 
those without ulcer, because of the fear that fruits 
supplying this vitamin will aggravate symptoms. Three 
groups of patients were submitted to the same routine, 
and the pH of gastric juice measured. Group 1 (19 
patients) had active peptic ulcer; group 2 (14 patients) 
were without demonstrable gastro-intestinal disease, but 
the fasting gastric secretion contained free acid; in group 
3 (18 patients) there was no free hydrochloric acid. The 
PH of gastric samples was measured with the patient 
fasting, 2 hours after breakfast, 4 and 1 hour after intake 
of orange juice, and similarly after milk. The orange 
juice had a slight but temporary buffering effect, and 60 
minutes after ingestion the pH was well below starting 
level. The buffering action of milk was greater than that 
of orange juice and lasted longer, but was still relatively 
short-lived. Subjective discomfort was complained of 
by many patients after orange juice, but by none after 
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milk. It is recommended that fruit juices should be 
given to patients with peptic ulcer in combination with 
regular feeds. T. E. C. Early 


See also Section Physiology, Abstract 29. 


LIVER 


288. Protein Balance Studies in Patients with Liver 
Damage. II. The Réle of Lipotropic Agents 

L. W. KinseLt, G. D. H. C. BARTON, and 
H. A. Weiss. Annals of Internal Medicine [Ann. intern. 
Med.) 29, 881-902, Nov., 1948. 8 figs., bibliography. 


The authors have investigated by nitrogen-balance 
studies the effect of adding choline and methionine to 
diets of high-protein, high-vitamin content in acute and 
chronic liver disease. In 2 chronic alcoholics they 
carried out long-term balance experiments involving six 
to eight 12-day periods on standard diets with the 
following supplements: dried yeast, choline, liver extract, 
methionine, and «-tocopherol. In the first case there 
was some evidence of increased positive nitrogen balance 
when choline and methionine were given; in the second 
there was an increased nitrogen balance even during the 
control period, probably owing to the fact that the 
patient was accumulating ascitic fluid throughout. 
Three patients were submitted to short intravenous 
studies (three 6-day periods), and in 2 of these it is 
claimed that methionine had a significant protein ana- 
bolic effect; one of these 2 had hypoproteinaemia without 
demonstrable liver damage. Intravenous balance studies 
were also made in cases of more acute hepatitis, but the 
rapidly changing course of the disease [and possibly the 
limitations of the technique employed] made the figures 
difficult to interpret. 

[Reports on the effect of choline and methionine in 
cases of liver disease have been for the most part incon- 
clusive or negative, and careful long-term nitrogen- 
balance experiments may help to give a definite answer. 
In the present investigation, however, the types of case 
selected were varied and polytherapy was often employed, 
and no indication is given in the paper whether the 
techniques were first standardized on normal controls, 
so that it is not possible to say whether the small and 
rather inconstant variations observed were outside the 
normal range. ] P. C. Reynell 


289. Cirrhosis of the Liver Associated with Alcoholism ; 
Report of Acute Exacerbation with Serial Liver Biopsies 
W. D. Davis and W. S. CULPEPPER. Annals of Internal 
Medicine [Ann. intern. 29, 942-958, Nov., 1948. 
5 figs., 15 refs. 


A patient with hepatic cirrhosis associated with 
alcoholism suffered an acute exacerbation with jaundice, 
oedema, and ascites, and also congestive cardiac failure 
of doubtful origin, apparently attributable to heavy 
drinking and associated dietary deficiencies. The patient 
responded well to a high-calorie, high-protein diet with 
methionine and yeast and vitamin supplements. Serial 
hepatic biopsies were done over a course of 6 months. 


DISORDERS 


Initially the picture was dominated by the presence of fat 
droplets and neutrophil infiltration with some necrotic 
changes. Resolution of the necrosis and fatty changes 
was rapid and was paralleled by a reduction in the 
icteric index and neutrophil leucocytosis, and improved 
hippuric-acid excretion. The figures for serum globulin 
and cephalin-cholesterol flocculation at first rose pro- 
gressively and then gradually diminished over a period 
of months. The final biopsy showed only quiescent 
cirrhosis with fibrosis and some round-cell infiltration, 
P. C. Reynell 


290. Needle Biopsy of the Liver 

J. H. Topp, M. C. F. Linpert, and F. D. Murpny, 
Archives of Internal Medicine [Arch. intern. Med.} 81, 
832-858, June, 1948. 15 figs., 34 refs. 


Liver biopsy was carried out in 100 patients, the Silver- 
mann split needle being used, and in 86% the evidence 
was considered helpful in diagnosis. About 50 cases 
proved to be of portal cirrhosis, 4 of biliary cirrhosis, 
and 20 of metastatic carcinoma. There were no fatalities 
and no serious complications; but, as usual, the risk of 
haemorrhage is stressed, and the need for prothrombin 
estimations and vitamin-K therapy in the presence of 
jaundice is emphasized. J. W. McNee 


291. Histological Observations on Experimental Liver 
Changes induced by Diet. (Osservazioni istopatologiche 
sull’epatopatia trofopatica sperimentale) 

M. Coppo, E. SILVESTRONI, and N. D’ERAMO. Archivio 
per le Scienze Mediche [Arch. Sci. med.| 86, 373-387, 
Nov., 1948. 4 figs., 16 refs. 


This is the first and introductory paper of a series from 
the Medical Clinic of the University of Rome on the 
damage to the liver due to diet. The mechanism of 
nutritional liver damage is only partly known. Lesions 
may arise from protein deficiency, excess of lipids, lack 
of several sulphur-containing amino-acids, especially 
methionine, and deficiency of substances which are 
carriers of a labile methyl group, like choline, or the so- 
called “* lipotropic factors 

In this paper the authors describe the liver histology 


after keeping white rats, rabbits, and guinea-pigs on a 


“* steatogenous or cirrhogenous diet. The animals 
received 3 types of diet. The first diet, deficient in pro- 
teins with excess of fats, especially unsaturated tri- 
glycerides, and of moderate “ lipotropic” activity was 
given to 16.young adult white rats for 85 to 184 days. 
They tolerated the diet excellently. The second group, 
of 14 rabbits, received a diet well balanced for omni- 
vorous animals but relatively too rich in fats for herbi- 
vorous animals for 84 to 183 days. The animals tolera- 
ted the diet well. The third group, of 20 guinea-pigs, 
received a diet intermediate between those of the two 
previous groups, poor in lipotropic substance and with 
an excess of fats for 55 to 97 days. The histological 


changes in the first group varied. They were most 
marked in the centre of the lobules, though occasionally 
they were seen also at the periphery and in some cases 
were observed in both places, independently of the 


de 
né 
B 
al 
sl 
re 
P 
ir 
a 
g 


| 
| 
durat 
thick 
not | 
cells 
nucle 
| 
midz 
fatty 
towa 
nega 
292. 
of tl 
oby# 
N. 
Men 
194 
T 
defi 
infil 
wor! 
(an 
of 
of | 
Lev 
gly 
7 
me 
afte 
ane 
wit 
stu 
In 
inc 
the 
inc 
tod 
| 
Th 
on 
an 
the 
FT of 
29 
Re 
| P. 
2, 


LIVER 81 


duration of the experiment. The single lobules contained 
thickened tortuous trabeculae, the borders of which could 
not be clearly recognized. The cytoplasm of the liver 
cells stained weakly and was vacuolated and granular; 
nuclei stained normally. In the second group the central 
parts stained more weakly, there being centrilobular and 
midzonal parenchymal degeneration. In the third group 
fatty infiltration extended progressively from the centre 
towards the periphery. Examination for “ ceroid ’”’ was 
negative in all animals. E. Forrai 


292. Influence of Aneurin on the Antitoxic Function 
of the Liver. (Bnusnue THaMuHa Ha AHTHTOKCHYECKIO 
NeveHH) 

N. A. RATNER and S. A. SuDAKOvA. 
MenuunHa [Klin. Med., Mosk.] 26, No. 39-49, Nov., 
1948. 8 refs. 


The authors point out the relation between vitamin B 
deficiency and the onset of such hepatic diseases as fatty 
infiltration, necrosis, and cirrhosis. They also quote the 
work of Voll and Sudakova on the evidence of thiamine 
(aneurin) deficiency and the accumulation of the products 
of incomplete oxidation of carbohydrates in the blood 
of patients suffering from hepatic disease, and that of 
Levinson and others on the lowered liver content of 
glycogen in avitaminosis B,. 

They employed Quick’s sodium benzoate test as a 


_ measure of liver function, and estimated this before and 


after the intramuscular administration of 40 mg. of 
aneurin; 48 patients with various diseases associated 
with lowered hepatic function and 16 controls were 
studied; to 6 other controls no aneurin was administered. 
In these last cases, sodium hippurate excretion was not 
increased, but in almost all cases of hepatic dysfunction 
there was an increased excretion after giving aneurin, the 
increase varying from 3% to 230%. This rise in anti- 
toxic function was most marked in those cases in which 
excretion was poor before the injection of aneurin. 
They point out the beneficial influence of aneurin on the 
antitoxin functions of the liver, even in the absence of 
aneurin deficiency (estimated by the urinary excretion of 
the substance before and during other tests in a number 
of their cases). L. Firman-Edwards 


293. Cirrhosis of Liver Presenting as Severe Anaemia. 
Report of Two Cases 

P. N. CoLeMaANn. British Medical Journal (Brit. med. J. ‘ 
2, 858-859, Nov. 13, 1948. 8 refs. 


The author, at Townleys Hospital, Bolton, Lancashire, 
describes 2 cases of cirrhosis of the liver (verified at 
necropsy) with a severe anaemia thought to be haemolytic. 
Both patients were elderly and presented with a severe 
anaemia without evidence of blood loss, apart from a 
slight vaginal haemorrhage in Case 2. Case 1, in which 
ted cells appeared normal, did not respond to a com- 
patible transfusion of 14 pints (8 litres) of blood. Case 2, 
in which red cells appeared normal apart from a little 
anisocytosis, showed a satisfactory rise in the haemo- 
globin value with blood transfusion, but the patient’s 
clinical condition deteriorated. In this case evidence of 
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a haemolytic anaemia was supported by a high reticulo- 
cyte count, increased fragility, and red marrow in the 
shaft of the femur which at necropsy proved to be normo- 
blastic. The biochemical findings did not assist in the 
diagnosis of the anaemia, and no mention is made of 
the sternal marrow, the gastric acidity, spectroscopy of 
the blood, or the faecal urobilinogen. 

[The cause of anaemia in cirrhosis of the liver is 
difficult to determine but the evidence cited here, though 
suggestive of a haemolytic process, is not convincing to 
the abstracter.] R. N. Johnston 


294. The Effect of the Antitoxic Principle Upon 
Hepatobiliary Diseases 

J. Nasio. Review of Gastroenterology [Rev. Gastroent.] 
15, 877-910, Dec., 1948. 1 fig., bibliography. 


[This long article, partly a review but containing many 
personal observations of the author, comes from Rosario 
in the Argentine. It was awarded a Certificate of Merit 
in the Prize Award Contest of the American National 
Gastroenterological Association in 1948. Its title is 
rather unusual and unfamiliar, but the author’s purpose 
is plain. He is seeking developments in rational therapy, 
based on physiological principles, for the common 
hepato-biliary diseases, and he thinks that he has found 
an important line of therapy based on the antitoxic 
functions of the liver. This function is more commonly 
known in British literature as the toxiphylactic function 
of the liver.] 

The author rightly points out that, as various functions 
of the liver have been discovered, attempts have quickly 
been- made to develop from the work: (a) tests of 
hepatic function; (b) direct therapy for the prevention 
or cure of liver disease. He quotes many examples 
but one will suffice—the discovery of the glycogenic 
function of the liver was followed by various blood- 
sugar tests and by the use of glucose in treatment. The 
author’s particular interest is in the antitoxic (toxi- 
phylactic) function of the liver, and he reviews present 
knowledge on such points as the deaminization of 
aromatic substances absorbed from the intestine and 
combination of glucuronic acid with many poisons and 
alkaloids. He points out that Quick’s well-known 
hippuric acid test is founded on this function. 

[The author then branches off into an aspect of the 
antitoxic function of the liver, not at all familiar to the 
abstracter and probably little known in Britain.] He 
describes fully “liver extracts”—some in crystalline 
form, others not—which are said to possess strong 
antitoxic properties. They are said to prevent the 
hepatic injury produced by a number of well-known 
liver poisons (such as chloroform, phosphorus, tolu- 
enediamine, carbon tetrachloride), and also to be of 
value in clinical medicine in the treatment of liver disease. 
[This is really the crux of the paper; if the claims are 
correct, they will be very important.] No doubt this 
work on antitoxic hepatic extracts would have attracted 
more attention before now but for the fact that Sato 
and his colleagues in Japan published most of the 
original papers in the little-read Tohoku Journal of 
Experimental Medicine from 1926 onwards. Similar 
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work has, however, been reported by Forbes and Neale 
(Proc. Soc. exp. Biol., N.Y., 1936, 34, 319) and more 
recently by Villela in Brazil. It is not claimed that these 
antitoxic hepatic extracts, even those obtained in 
crystalline form, are in any way pure. 

[The author, although he has had difficulties with the 
English language, is never unclear in his meaning. No 
criticism of the contents of this paper can be made 
—much of it seems a real voyage of exploration into new 
and uncharted territory. A very complete bibliography 
is provided.] J. W. McNee 
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295. Treatment of Non-specific Ulcerative Colitis for 
one Year with Extracts of Intestinal Mucosa 
M. H. F. FRIEDMAN and B. F. HASKELL. Gastroentero- 


logy [Gastroenterology] 11, 833-841, Dec., 1948. 2 figs., 
7 refs. 


In the last 3 years the authors have treated cases of 
non-specific ulcerative colitis by continuous oral 
administration of extracts of hog’s small intestine. The 
daily dose of 50 to 100 g. of dried extract was obtained 
from about 20 ft. (6 m.) of intestinal mucosa. In 24 of 
27 cases thus treated for one year or more there was 
sustained improvement, judged by less frequent stools 
and changed sigmoidoscopic and radiological appear- 
ances. Withdrawal of treatment or the administration 
of “ non-active ” extracts or placebos resulted in relapse. 
The authors have found no method of assaying the 
“ activity ’’ of their extract except by its effect on patients 
with the disease. [The authors state that they are well 
aware of the variable natural course of the disease, and 
it is therefore strange that they have not studied any 
control group of completely untreated patients.] 

‘ John Naish 


296. Folic Acid in Coeliac Disease. A Study of its 
Administration in Twenty-two Cases 

J.D. Hay. Archives of Disease in Childhood [Arch. Dis. 
Childh.] 23, 220-224, Dec., 1948. 18 refs. 


The author discusses the use of folic acid in various 
disorders, and reports in detail his study of 22 infants 
and children suffering from coeliac disease who were 


given folic acid (10 or 20 mg. daily) after a trial period 


of routine treatment with a low-fat, high-protein diet, 

liver extract, and vitamins. No conclusive evidence was 

obtained that the folic acid had any beneficial effect. 
Norman B. Capon 


297. One Year’s Treatment of Non-specific Ulcerative 
Colitis with Intestinal Extract 

B. HASKELL and M. H. F. FrieEpMAN. American Journal 
of Surgery [Amer. J. Surg.] 76, 709-712, Dec., 1948. 
1 fig., 10 refs. 


To test the hypothesis that non-specific ulcerative 
colitis is due to a deficiency of an intrinsic protective 
factor normally present in the intestinal mucosa, 8 men 
and 19 women, aged from 16 to 57 years, with this 
condition, were observed at the Jefferson Hospital, 
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Philadelphia, for at least a year while under treatment with 
extracts of hog mucosa. From 50 to 100 g. of intestinal 
extract was given daily by mouth, the dose being reduced 
or withdrawn when a well-marked improvement took 
place. The diagnosis was made, and the results of 
treatment were assessed, on the clinical history and 
results of sigmoidoscopy, barium enema, and examina- 
tion and culture of stools. Half of the patients had had 
symptoms for | to 3 years, the longest confirmed history 
being 13 years. Of the 27 patients, 24 improved as 
judged clinically and/or by sigmoidoscopic examination, 
improvement being first noted after 2 to 5 weeks’ treat- 
ment, and shown by a decreased frequency of bowel 
movements and the disappearance of gross blood from 
the stools. Most cases showed the usual exacerbation 
of the disease during acute respiratory tract infections, 
but this was less severe while under treatment with 
intestinal extract. The mechanism of the therapeutic 
response is unknown, but since a relapse followed with- 
drawal of the extract, and a remission occurred on the 
resumption of treatment, it is possible that an improve- 
ment is maintained only by continued therapy. The 
authors stress that the occurrence of spontaneous remis- 
sions in this condition makes it difficult to evaluate any 
form of treatment, and consider that these results are 
only presumptive evidence that the disease is due to lack 
of an intrinsic factor. Controlled observations on a 
large series of patients over a long period of time are 
necessary, different preparations of the extract being 
used since only some of these were found to be effective. 
Wilfrid E. Hunt 


298. The Effect of Pteroyldiglutamic Acid (Diopterin) 
in Sprue. [In English] 

R. M. Suarez, F. HERNANDEZ-MorRALES, E. J. 
MARCHAND, E. P. SANTIAGO, and M. V. TORREGROSA. 
Boletin de la Asociacién Médica de Puerto Rico [{Bol. 
Asoc. med. P. Rico.) 40, 282-287, Oct., 1948. 2 refs. 


** Diopterin ” is synthetic pteroyl-d glutamyl-glutamic 
acid, discovered during investigations of anti-folic- 
acid substances in the palliative treatment of malig- 
nant disease. It contains approximately 77% of free 
folic acid, 1 mg. being equivalent to 0-77 mg. of 
folic acid as contained in “folvite’’. The authors 
record in some detail 6 cases treated with diopterin in a 
dosage of 50 to 200 mg. daily by mouth. No toxic or 
allergic reactions were noted, and the substance is stated 
to be non-toxic also experimentally. All the patients 

treated appear to have had fairly severe sprue with 
characteristic diarrhoea, glossitis, anaemia, and loss of 
weight. [No details of fat analysis of the stools are 
given.] In all cases a rapid reticulocyte response 
followed the use of diopterin, with increase in the red- 
cell count at the rate of about 1,000,000 in 8 to 14 days. 
Megaloblastic sternal marrow was converted into a 
normoblastic one, and clinical improvement ran roughly 
parallel with the haematological response. The authors 
conclude that diopterin is effective in the treatment of 
sprue, the adequate dose being probably 50 mg. daily. 
Serial blood counts in the 6 cases are recorded. 

Thomas Hunt 
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299. Methylthiouracil in the Treatment of Hyper- 
thyroidism 

E. P. MCCULLAGH and W. T. SirripGe. Journal of 
Clinical Endocrinology {J. clin. Endocrinol.] 8, 1051-1059, 
Dec., 1948. 8 refs. 


This report is based on the first 100 patients given 
methylthiouracil at the Cleveland Clinic; the length of 
treatment varied from 2 to 16 months. The initial dose 
‘was 200 or 300 mg. per day, though in 5 instances the 
dose was raised to 400 mg. and in one to 450 mg. because 
of lack of response to the lower dose; the authors intend 
in future to use 400 mg. per day as the initial dose in 
patients with large goitres or severe hyperthyroidism. 
The maintenance dose should be the same as the initial 
dose for reasons given by the authors, and if myxoedema 
supervenes [by which is presumably meant evidence of 
more than moderate hypothyroidism] desiccated thyroid, 
4 to 2 gr. (32 to 130 mg.) per day, is given. In addition, 


‘all patients received 10 to 20 mg. of iodine per day, in 


and 7 with nodular goitres. 


‘taking propylthiouracil. 


-of complete control. 


the attempt to prevent increased vascularity of the gland. 

For assessment of the results, the patients were divided 
into 6 groups: (1) Hyperthyroidism completely con- 
trolled: 41 patients, 34 with diffuse thyroid enlargement 
(2) Hyperthyroidism not 
completely controlled under treatment: 30 patients still 
under care, of whom 12 appear to be responding satis- 
factorily. (3) Thyroidectomy: successfully performed 


on 7 of the 100 patients for various reasons which are 


given. (4) Change from propylthiouracil to methyl- 
thiouracil: in 13 patients the treatment was changed, in 
most cases to observe any differences in the effectiveness 
of the two drugs. In one patient the change was made 
because of several recurrences of rash and nausea after 
(5) Remissions: treatment has 
been discontinued in only 6 patients after 5 to 12 months 
Four remissions have continued 
for 1 to 4 months; in 2 instances there have been 
recurrences after 1 and 4 months respectively. (6) Poor 
responses: in 11 patients the response was considered 
poor, though not through ineffectiveness of the drug as 
an antithyroid agent. The reason was either lack of 
co-operation by the patients or complications caused by 
multiple disease conditions in older patients. 

Toxic effects were seen in 5 patients, but in only 1 was 
treatment interrupted and iodine and thyroidectomy 
recommended. This was a 39-year-old woman with a 
previous history of purpura haemorrhagica who had 


‘developed a purpuric eruption while taking propyl- 


thiouracil. A leucocyte count of 1,450 per c.mm. 


‘with 9% of granulocytes was found 6 months after the 


start of treatment with methylthiouracil, but as it was 
subsequently discovered that she had not taken the drug 


-for the last 2 of the 6 months it is doubtful whether this 
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was a toxic reaction. In the remaining 4 cases mild 
maculo-papular rashes or transient painless subcutaneous 
nodules were the only manifestations of toxicity. Up to 
5 mm. increase in proptosis has been found in 7 out of 
9 patients in whom a report on the state of exophthalmos 
could be based on actual measurement. 

For comparison of the relative efficacy of methyl- 
thiouracil and propylthiouracil the results on relatively 
few patients were available but it was felt that methyl- 
thiouracil in doses of 200 and 300 mg. per day was 
somewhat more effective than propylthiouracil. 

G. I. M. Swyer 


300. Propylthiouracil in the Treatment of Toxic Goiter 
W. S. Reveno. Journal of Clinical Endocrinology {J. 
clin. Endocrinol.| 8, 866-874, Oct., 1948. 15 refs. 


The author reports his experience with propylthiouracil 
in the treatment of 95 patients with toxic goitre during a 
period of 21 months; the group includes 67 patients with 
toxic nodular goitre and 28 with toxic diffuse goitre. 
Some had been previously treated with thiouracil or 
iodine. The initial requirement of propylthiouracil for 
previously untreated patients with nodular goitre, 
averaged 140 mg. daily, and 166 mg. daily for those with 
diffuse goitre. A remission occurred in an average of 
8 weeks in the case of nodular and 10 weeks in the case of 
diffuse goitre, and was maintained with 50 to 150 mg. of 
the drug daily in both types. Toxic reactions were few: 
one patient developed drug fever 41 days after beginning 
treatment, and this was the only toxic reaction of impor- 
tance in the entire group. Transient depression of the 
white-cell count with reduction in the percentage of 
polymorphonuclear leucocytes was observed in only one 
case. Five patients in whom toxic reactions occurred 
with thiouracil were able to take propylthiouracil without 
difficulty. Remissions persisting for over 6 months 
without treatment occurred in 27 patients, making a 
total of 28% in sustained remission. K. Black 


301. Treatment of Hyperthyroidism with Radioactive 
Iodine. (I'*°, 12-Hour Half-life and I**1, 8-day Half- 
life) 

E. M. CHapman, B. N. SKANsE, and R. D. Evans. 
Radiology [Radiology] 51, 558-563, Oct., 1948. 6 figs. 
5 refs. 


In this report from the Massachusetts General Hospital, 
Boston, treatment of 65 cases of hyperthyroidism with 
119° during the period 1943-46 is compared with that of 
a further 65 cases treated with I'*! during 1946-48. No 
other therapy was used. With I'%° (12-hour half-life) 
the average single effective dose was 450 microcuries 
(uc.) per g. of thyroid. Metabolism became normal in 
1 month but radiation sickness (nausea, slight fever, and 
tenderness and swelling of the thyroid for a few days 
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occurred in 6 cases; in 15 cases a second dose was 
required ; 51 cases responded satisfactorily, 11 patients — 
-developed hypothyroidism, and 3 cases partially relapsed. 
Histological findings 1 year to 2 years later included 
fibrosis and regenerative hyperplasia. In 2 cases treated 
in the second and fifth months of pregnancy there was no 
detectable effect on the children but treatment is not 
recommended after the third month. With I**! (8-day 
half-life) the average single effective dose was 142 pc. 
per g. of thyroid; 97% of the radiation was delivered in 
the first 30 days (the biological half life of I1'*4 in the 
thyroid being 6 days). Metabolism became normal in 
2 months and the gland became smaller; in 52 cases the 
result was satisfactory, in 4 myxoedema developed, and 
in 8 there was a partial relapse. Radiation sickness did 
not occur but occasional temporary exacerbation of 
thyrotoxicosis in the first 2 weeks was due to liberation of 
stored thyroglobulin. Preliminary treatment with 
thiouracil is now being investigated One patient died 
from a myocardial infarct 19 days after receiving 260 yc. 
I?%! per g. thyroid. Histologically the thyroid showed 
oedema and separation of the cells from the basement 
membrane, but no fibrosis. [Different laboratories have 
different standards. The Boston pc. used above is 
approximately half the Oak Ridge pc.]  G. Ansell 


302. Clinical Experience in Diagnosis and Treatment of 
Thyroid Disorders with Radioactive Iodine (Eight-day 
Half-life) 

S. C. WERNER, E. H. Quimpy, and C. Scumipt. Radio- 
logy [Radiology] 51, 564-581, Oct., 1948. 4 figs., 14 refs. 


If carrier-free 14! is administered in the absence of 
other iodine medication, the uptake of the thyroid at 
24 hours in cases of euthyroidism is usually 15 to 30%, an 
uptake over 40% indicating hyperthyroidism. The 
urinary output and thyroid collection of I'*! account for 
70 to 80% of the dose. In hyperthyroidism I**! output 
in the urine in the first 6 hours exceeds the output in the 
subsequent 18 hours; in euthyroidism the reverse holds. 
I**1 was administered to 40 thyrotoxic patients at the 
Presbyterian Hospital, New York, in a standard dose of 
3 to 4 millicuries, irrespective of gland size or basal 
metabolic rate. The mass of the thyroid was measured 
roughly by comparison with a series of “ plasticine ” 
models. Thyroid retention of I?! and the biological 
half-life (4 to 7 days, average 6) were calculated by serial 
Geiger readings 15 cm. above the thyroid isthmus. 
Dosage was calculated for all treatments as follows: 

equivalent roentgens (e.r.)= 
pc. administered x % uptake _ biol. half-life 
thyroid weight in g. 8 days 

and the radiation dose analysed in relation to the results. 
In 22 of these cases there had been a recurrence after 
operation and some patients had had antithyroid and 
x-ray treatment. There were 13 failures; 7 patients were 
given a second dose and 3 responded, therefore in 30 out 
of 34 patients (88%) given 1 or 2 treatments and studied 
for at least 4 to 12 months remission was induced 
(usually in 2 to 3 months). In 4 cases transient hypo- 
thyroidism developed with doses varying from 2,900 to 


x 160 
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8,600 r. Failures appeared to be mainly due to under- 
dosage in cases in which large glands were associated with 
a high basal metabolic rate. The tentative dose sug- 
gested as a result of this analysis is 125 juc. per estimated 
g. of thyroid tissue (total radiation dose 6,000 e.r,), 
Toxic symptoms noted included sore throat and cough 
not accounted for by upper respiratory tract infection, 
tenderness of thyroid gland, and exacerbation of toxicity, 
Two patients were unwittingly treated in the first 2 months 
of pregnancy, apparently without harm, but this practice 
is not recommended. In a discussion of radiation 
hazards (taking into account previous experience with 
x-ray therapy of the thyroid) it is considered unlikely that 
there is any danger of neoplastic change in the gland, 
With these doses, if the beds in the ward are spaced 2 
metres apart, there is no radiation risk to adjoining 
patients. The medical and nursing staff could spend up 
to 1 hour within half a metre of the thyroid and receive a 
radiation dose of only 0-01 r or Gne-tenth of the permitted 
daily radiation dose. [The activity per wc. by New York 
standards is approximately 20 to 50% less than with the 
Oak Ridge pc., but approximately 1-75 times that of the 
Boston pc. used by Chapman.] G. Ansell 


303. The Use of Radioiodine in the Treatment of | 


Exophthalmic Goiter 

S. F. Haines, F. R. KEATING, M. H. Power, M. M. D. 
and M. P. Ketsey. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.| 8, 813-825, Oct., 
1948. 3 figs., 11 refs. 


The authors report the results of treatment of forty 
cases of exophthalmic goitre with radioactive iodine 
(I?) at the Mayo Clinic. Twenty-eight of these patients 
had recurrent exophthalmic goitre and had undergone 
previous surgical treatment. Many of the patients had 
serious heart disease or other complications. The group 
therefore represents “‘ problem” cases. The follow-up 
period was in no case longer than 12 months. 

A dose of approximately 200 to 250 microcuries (jc.) 
per g. of estimated thyroid weight was aimed at. [The 
method of estimating thyroid weight is not given.] The 
difficulties of estimating dosage with any degree of 
accuracy are many; the accuracy of the estimation of 
thyroid weight is uncertain, and the percentage of the dose 
taken up by the thyroid is also hard to determine. Tracer 
doses of 100 yc. were first given, and the urinary excre- 
tion of fractional amounts of this dose was determined for 
72 hours. Another factor leading to inaccuracy was the 
subsequent rate of secretion of fixed radio-iodine from 
the gland. This factor is hard to estimate since it 
appears that a therapeutic dose causes an increase in the 
rate at which radio-iodine leaves the gland. The 
expression of dosage in terms of radiation received by the 
gland was purposely avoided because of the many 
variables involved. 

In 27 of the 40 cases good results were secured with a 
single therapeutic dose; the basal metabolic rate was 
lowered to + 15% or further and clinical evidence 
indicated that the patient was in a euthyroid state. In 
all these cases the thyroid was reduced to a normal or 
nearly normal size. In 7 cases myxoedema developed 
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and required treatment with desiccated thyroid. In a 
further 8 cases the result was fair; there was significant 
improvement after the first dose, and in 4 cases a second 
dose resulted in complete control of hyperthyroidism. 
Poor results were recorded in 5 cases: in one of these 
a second dose produced fair results. No serious 
reactions were noted. One patient had a mild febrile 
reaction with nausea and a raised basal metabolic rate; 
this was accompanied by a transient leucopenia. Com- 
monly the thyroid became hard and slightly tender, and 
in some cases an increased erythrocyte sedimentation rate 
was noted. No changes in renal function were observed, 
but extensive studies were not made. 

[This significant paper should be of wide interest. 
The authors do not underestimate the difficulties of 
dosage determination, and they stress the tentative 
nature of their results. Animal experimentation has 
revealed great variability in the percentage of radio- 
iodine fixed by the rat thyroid: the functional state of the 
thyroid at the time of administration is the crucial factor, 
and this is largely determined by the previous iodine 
intake. Little is known of this factor in the normal 
human subject, and estimations in the thyrotoxic patient 
must be even more inaccurate. In addition, the problem 
of estimating the dose actually delivered to the thyroid 
is complex and as yet largely unsolved. The long-term 
effects of radiation will require further investigation. 
There is, therefore, every reason for the utmost caution 
in the clinical use of radio-iodine at the present time.] 

Douglas Findlay 


304. The Increased Protein-bound Blood Iodine in 
Patients with Hyperthyroidism 

R. E. Swenson and G. M. Curtis. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.| 8, 934-955, Nov., 
1948. 10 figs., 47 refs. 


The protein-bound serum iodine (PSI) was precipitated 
by acetone (details not given) and values were shown to 
be similar to those obtained with other precipitants by 
other workers; added human thyroglobulin was quanti- 
tatively recovered in this fraction. The PSI level in man 
increased with the administration of thyrotropic hormone 
and decreased after administration of goitrogenic drugs. 
The basal metabolic rate (B.M.R.) showed a similar 
trend. lIodination of protein occurred after additions 
of potassium iodide to human whole blood in vitro at 
levels of total iodine greater than 100 mg. per 100 ml. 
In primary hyperthyroidism iodine therapy caused an 
initial fall in PSI followed by a rise while in toxic nodular 
goitre PSI values reflected the inorganic iodine level in 
blood. Some 178 cases of untreated non-toxic nodular 
goitre and 114 cases of clinically toxic nodular goitre 
were studied. The B.M.R. and PSI ran parallel; clinical 
diagnosis of the two conditions overlaps in the +3 to 
+11% range of B.M.R. and it is suggested that nodular 
goitre with hyperthyroidism develops as a sequel to 
non-toxic nodular goitre. In 90 cases of diffuse hyper- 
plastic goitre a similar relation’ between B.M.R. and PSI 
level was found but at higher levels of PSI. There was 


a corresponding increase in the incidence of hyperthyroid 
symptoms. 


J. Dawson 


305. Excretion Studies on Thiouracil and its 6-Benzyl, 
6-n-Propy! and 6-Methyl Derivatives in Man 

D. A. McGinty, E. A. SHARP, W. A. DILL, and R. W. 
Rawson. Journal of Clinical Endocrinology {J. clin. 
Endocrinol.] 8, 1043-1050, Dec., 1948, 3 figs., 4 refs. 


This paper describes investigations designed to provide 
an explanation for the anomaly that, whereas 6-benzyl- 
thiouracil and propylthiouracil have some 10 times the 
antithyroid activity of thiouracil when tested on rats, 
when used clinically in man the former has no action at 
all and the latter is relatively ineffective. 

The excretion in the urine of these goitrogens, as well 
as of methylthiouracil, which is of about the same potency 
as thiouracil in both rat and man, was studied for 24 
hours after the administration of 500 mg. of the drug 
to 2 normal human subjects. Whereas approximately 
40% of the thiouracil and methylthiouracil was excreted 
in 24 hours, not more than 10% of propylthiouracil and 
none of the benzylthiouracil were recoverable in the free 
form. On the other hand, after acid hydrolysis of the 
urine, 35 and 60% respectively were recovered. The 
suggestion is therefore put forward that the relative or 
complete inefficiency of propylthiouracil and of benzyl- 
thiouracil is due to their conjugation and conversion 
thereby into inactive forms, which are eliminated as 
acid-hydrolysable complexes, the extent of conjugation 
being partial in the case of propylthiouracil and complete 
in that of benzylthiouracil. G. I. M. Swyer 


306. Assay of Thyrotropic Hormone in Human Blood 
E. De Rosertis. Journal of Clinical Endocrinology [J. 
clin. Endocrinol.| 8, 956-966, Nov., 1948. 5  figs., 
22 refs. 


The assay described is based on determinations of the 
number of colloid droplets in cells of guinea-pig thyroid 
after injection of an extract of blood containing the 
thyroid-stimulating hormone (T.S.H.). Blood (10 to 
20 ml.) was haemolysed with 50 ml. water; acetone was 
added to 50%, the mixture filtered, and acetone added 
to 85% concentration in the supernatant. The resulting 
precipitate was redissolved in water and injected into the 
hearts of guinea-pigs which were killed after 30 minutes, 
the thyroid being dissected out and frozen in liquid air. 
From a stained section the number of droplets in 10 
follicles was found and the cytological coefficient (C,) 
calculated. 
¢ number of droplets x 100 


™ sum of average follicle diameters” 


This value is proportional to the amount of TSH injected. 
By the method an iodine-free fraction is obtained from 
blood and 0-0002 Junkman-Schoeller (JS) unit of TSH 
can be detected. Determinations in 3 normal cases 
indicated a value of 0-005 to 0-0025 JS unit per ml. blood. 
Of 8 cases of hyperthyroidism, 4 with typical Graves’s 
disease showed a low TSH level and 4 with additional 
symptoms showed a high TSH level; in 3 of these cases 
TSH level returned to normal during recovery. Of 4 
cases of hypothyroidism the level of TSH was high in 2 

and low in 2. J. Dawson — 
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307. Tracing the Thyroid Hormone in Peripheral 
Tissues 

W. T. SALTER and M. W. JoHNsTON. Journal of Clinical 
Endocrinology |J. clin. Endocrinol.] 8, 911-933, Nov., 
1948. 3 figs., 36 refs. 


4 

The distribution of protein-bound iodine in blood and 
muscle was studied in order to determine the distribution 
of the thyroid hormone in the peripheral tissues. Iodine 
was estimated by ashing and measuring the effect of the 
resulting iodide on the rate of conversion of ceric to 
cerous salts by arsenious acid; protein-bound iodine was 
precipitated and separated from inorganic iodine by 
addition of acetone to serum or homogenized tissues. 
Addition of thyroxine to normal sera or skeletal muscle 
did not increase the protein-bound iodine fraction but this 
fraction was increased in hyperthyroidism. The organic 
iodine fraetion was shown to be distributed over all 
plasma protein fractions, the greatest amount being 
associated with the fraction of smaller molecular weight. 
The proportion of iodine to protein is greater in lymph 
than in plasma. Skeletal cat muscle was separated by 
acetone fractionation into fraction A, soluble in water 
at pH 7, B soluble in water at pH 9, and C soluble in 2N 
ammonia. Fraction A contained the highest amount of 
iodine, but B had the highest iodine content in terms of 
protein concentration. Radioactive iodine was shown 
to be slowly incorporated into periphéral protein-bound 
iodine fractions in vivo but not in vitro. J. Dawson 


308. The Nature of the Circulating Thyroid Hormone 
A. TauroG and I. L. Cuaixorr. Journal of Biological 
Chemistry [J. biol. Chem.| 176, 639-656, Nov., 1948. 
43 refs. 


The experimental work presented consists of studies 
of the nature of the circulating thyroid hormone with 
radioactive iodine. Organic iodine was determined in 
plasma by shaking 3 ml. heparinized plasma with 15 ml. 
n-butyl alcohol. The mixture was centrifuged and the 
residue re-extracted twice with 15 ml. butyl alcohol. 
The pooled butyl alcohol extracts were then treated with 
50 ml. of a mixture of 4N NaOH and 5% Na,CO, to 
extract inorganic iodide and diiodotyrosine. The 
procedure was repeated, the layers being allowed to 
separate over a period of 15 hours. The butyl alcohol 
fraction was concentrated and used for iodine determina- 
tions. The protein-bound iodine was also determined. 

Although 80% of iodine in plasma could be extracted 
by butyl alcohol, the iodine in the thyroid gland becomes 
extractable only after prolonged hydrolysis. Thyroxine 
is extractable by butyl alcohol. The diiodotyrosine 
content of plasma is only about 10° of the total iodine 
content, but in the gland 60% is present in this form. 
If crystalline thyroxine is added to plasma only 80% of 
it is extractable by butyl alcohol and most of it is pre- 
cipitated with the protein. Thus thyroxine is apparently 
bound to plasma protein but the link is broken by butyl 
alcohol extraction. In rats the protein-bound iodine 
labelled with radioactive iodine and extractable with 
butyl alcohol was quantitatively related to the thyroxine 
carrier when the latter was repeatedly crystallized or 
distributed between immiscible solvents. 


DISORDERS 


The conclusion is that the thyroid hormone exists in 
plasma as thyroxine in weak union with plasma proteins. 
It can be precipitated with these by zinc hydroxide or 
extracted by butyl alcohol. J. Dawson 


309. Association of Malignant Exophthalmos, Raised 
Basal Metabolic Rate, and Parkinsonism. Relation to 
Graves’s Disease. (L’association: exophtalmie-maligne, 
augmentation du métabolisme basal, troubles Parkin- 
soniens. Ses relations avec la maladie de Basedow) 

L. PAuFIQUE and P. GuINeT. Annales d’Oculistique [Ann, 
Oculist., Paris] 181, 665-675, Nov., 1948. 42 refs. 


Parkinsonism may be associated with malignant 
exophthalmos and elevation of the basal metabolic rate, 
It is postulated that this is the result of a lesion in the 
region of the diencephalon. The findings may be 
associated with thyroid gland enlargement and thyro- 
toxicosis, and suggest that Graves’s disease is central and 
not peripheral in origin. Treatment consists in giving 
substances which inhibit the stimulators of the thyroid 
gland such as folliculin and synthetic oestrogens, testo- 
sterone, and thyroxine. X-ray therapy directed at the 
region of the hypophysis may also be useful. 

A. G. Cross 


310. Biological Assay of Thyroid Activity 

D. E. HutcHeon. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.| 94, 308-314, Nov., 
1948. 2 figs., 18 refs. 


Two potential methods for the assay of thyroid pre- 
parations are described: the first is based on the fact 
that rats treated with thyroid extract become more 
sensitive to oxygen lack. Four groups, each of 10 adult 
mice, were used: one group as a control, the others 
receiving 2-5, 5, and 10 yg. of thyroxine daily for 7 days. 
After 48 hours the mice were placed in an airtight chamber 
(32 litres capacity) containing soda lime: as the oxygen 
was consumed, the animals were asphyxiated. When 
about half had died, in approximately 45 minutes, the 
survivors were removed and the number dead in each 
group was noted. When the percentage mortality was 
plotted against the logarithm of the dose of thyroxine a 
straight line was obtained (weighted mean slope of 
3-53 with a standard error of +-0-76). 

The second method was based on the author’s observa- 
tion that rats on normal diet lost weight during the 48 
hours following injection of thyroxine. The body 
weights of adult male rats given subcutaneous infections 
of thyroxine (0-25 to 2 mg.) on 2 successive days were 
recorded. The weight loss was increased by administra- 
tion of 0-1% thiouracil in the drinking-water over the 
10 days preceding the injections, and this was accom- 
panied by a decrease in water consumption, but was not 
produced by diiodotyrosine. The author analyses the 
results statistically and concludes that for an accurate 
assay 400 animals would be needed. Other methods of 
thyroid assay are tabulated: the asphyxiation test 


compares well with others dependent on an “all or 
none ”’ response. 


John R. Vane 
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311. The Procaine Esterase Test in Thyroid Conditions. 
I. Patients with Raised Basal Metabolism. II. Patients 
with Lowered Basal Metabolism. (L’épreuve de la 
procainestérase dans les affections thyroidiennes. I. 
Malades ayant un métabolisme basal élevé. II. Malades 
ayant un métabolisme basal baissé) ; 
R. Hazarp, M. Derot, and —. PicaRD-JACQUET. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris {Bull. Soc. méd. Hép. Paris| 64, 1033-1038, 
Nov. 5, 1948. 


The “ procaine esterase ’’ test is based on the fact that 
human serum has the property of hydrolysing procaine, 
thus splitting it into p-aminobenzoic acid and diethyl- 
aminoethanol. The technique of the test is given in 
detail. In normal subjects, 4 to 50% of the procaine is 
hydrolysed in 15 minutes and 80% in 30 minutes. In 
patients with a raised basal metabolic rate more than 
60° of the procaine was split during the first 15 minutés 
although there was no modification of the 30-minute 
figure. After treatment of the patient with amino- 
thiazole both figures were lowered. In patients with a 
lowered basal metabolic rate there was roughly a parallel 
lowering of the amount of procaine split, the fall affecting 
both the 15-minute and the 30-minute figures. How- 
ever, too few cases were studied to enable definite 
conclusions to be reached. J. F. Delafresnaye 


312. Fatal Acute Hepatitis Complicating Treatment of 
Hyperthyroidism with Aminothiazole. (Ictére grave 
mortel par hépatite aigué chez une hyperthyroidienne 
traitée par l’aminothiazol) 

—. AZERAD, —. DE Brux, R. NATAF, and —. HOusseT. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris] 64, 1041-1044, 
Nov. 5, 1948. 


313. Jaundice Due to Antithyroid Drugs. (Les ictéres 
thyro-thérapeutiques) 

—. AZERAD and —. BERTHAUX. Bulletins et Mémories 
de la Société Médicale des Hépitaux de Paris (Bull. Soc. 
méd. Hoép. Paris) 64, 1044-1049, Nov. 5, 1948. 12 refs. 


This paper contains 5 case reports added to a preceding 
one. Of the 6 patients, 2 died but only one necropsy 
was performed. The onset of hepatitis during amino- 
thiazole treatment may be insidious or marked by 
digestive upset difficult to distinguish from the frequent 
gastric intolerance to the drug. Gastric symptoms 
occurring during the course of treatment should be 
considered with suspicion. There may be transient 
pyrexia at first which may be difficult to distinguish from 
drug fever. Jaundice is of variable intensity. It may 
be dissociated. The liver may be slightly enlarged and 
tender. Biochemical tests confirmed the presence of 
hepatitis. The prothrombin content of blood fell to 
zero in one fatal case and there was no response to the 
administration of vitamin K. Prothrombin level fell 
to 60% in one patient who recovered. There was no 
haemorrhage in either case. 

The nature of the jaundice is discussed. The possibility 
of an infective hepatitis occurring during treatment is 


discounted and the toxicity of the drug is held respon- 
sible. In all cases treatment was discontinuous and the 
possibility of sensitization is considered. In one case 
the jaundice developed after only three tablets had been 
taken, but this patient had been treated previously with 
thiouracil to which she had been intolerant. The authors 
point out that the medical treatment of thyrotoxicosis 
should be cautious and they deplore the ease with which 
antithyroid drugs are prescribed. J. F. Delafresnaye 
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314. A Study of the beta 17 Ketosteroids in a Case of 
Pseudo-hermaphroditism Due to Adrenal Cortical Tumor 
L. J. Leahy amd W. L. Butscu. Annals of Surgery 
[Ann. Surg.] 128, 1124-1130, Dec., 1948. 3 figs., 9 refs. 


This paper from Buffalo School of Medicine, Buffalo, 
N.Y., describes the case of a female child, aged 1 year, 
who had a right adrenal cortical adenoma. It has 
generally been found that in cases of tumour or hyper- 
plasia of the adrenals the excretion of 17-ketosteroids is 
abnormally high. The 17-ketosteroids are now divided 
into an alpha and a beta fraction. When the beta 
fraction is in marked excess, the patient will have an 
adrenal tumour, as opposed to hyperplasia. In the 
patient described in the present paper the clinical 
features were an enlarged clitoris and prominent black 
pubic hair. Radiographs suggested that the duodenum 
was displaced to the left by a mass, and the right kidney 
downwards. The total 17-ketosteroid concentration in 
a 24-hour sample of urine was 88-8 mg. per 100 ml., 
79 mg. of this being the beta fraction. An adrenal 
cortical adenoma was successfully removed. Two weeks 
later no 17-ketosteroids were found in the urine. The 
child was clinically normal when seen a year after the 
operation. i 

The authors discuss the literature on steroid excretion 
in adrenal pathology. F. B. Cockett 


315. Potentiation of the Hypertensive Effects of Desoxy- 
corticosterone Acetate (DCA) by Various Sodium Salts 
S. M. FRIEDMAN, C. L. FRIEDMAN, and J. R. PoLLey. 
American Journal of Physiology [Amer. J. Physiol.| 153, 
226-234, May, 1948. 15 refs. 


The potentiation of the hypertensive effects of desoxy- 
corticosterone acetate (DOCA) by sodium chloride was 
studied by treating groups of rats with DOCA and 
different sodium salts. Sodium glycerophosphate and 
sodium glutamate caused more renal damage in the 
DOCA-treated animal than did sodium chloride. The 
effect of glycerophosphate was very marked. Further 
experiments with sodium succinate, sodium citrate, 
sodium phosphate, and dibasic and monobasic sodium 
phosphate showed that these salts also caused a potentia- 
tion of the renal effect of DOCA. The phosphate ion 
was excessively damaging in the presence of DOCA, 
and could even damage the kidney of the otherwise 
intact animal when given as monobasic sodium phosphate. 
Changes in electrolyte pattern after DOCA administra- 


tion appeared to run parallel to the interference with | 


| 
| 
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normal renal function. Hypertension was not aggravated 
by increased renal damage, and blood pressure increase 
after the administration of DOCA antedated significant 
changes in renal function. The maintenance of renal 
function within normal limits involved a compensatory 
renal hypertrophy which suggested that DOCA must 
cause some initial intrarenal damage. It is not known 
whether this derangement causes the hypertension or 
whether these two effects are separate. 

- F. McCarthy 
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316. Effect of pL-x-Tocopherol Acetate on Progesterone 
Metabolism 

H. DE WATTEVILLE, R. BorTH, and M. GseLL. Journal 
of Clinical Endocrinology [J. clin. Endocrinol.] 8, 982- 
992, Nov., 1948. 2 figs., 31 refs. 


The 24-hour urinary excretion of pregnanediol by 12 
post-menopausal women was studied after the injection 
of 100 mg. progesterone and before and after the injection 
of pL-«-tocopherol acetate (60 mg. daily for 8 days, 
another dose of progesterone being injected on the eighth 
day). The uterus and ovaries were present in 11 cases; 
the ovaries had been removed in 1 case. Urine examina- 
tion revealed no renai dysfunction. Pregnanediol was 
estimated by isolation and weighing after acid hydrolysis 
of the urine, adsorption on to alumina from a toluene 
extract, and elution with a benzene and absolute ethyl 
alcohol (20 to 1) mixture. In 10 patients treated with 
a-tocopherol acetate 9-66 mg. of the injected 100 mg. 
prenanediol was excreted before treatment and 14-17 mg. 
after treatment; this difference is shown to be significant. 
It is considered that the only progesterone available to 
these patients was that injected, that the results represent 
a shift in progesterone metabolism consistent with the 
known anti-oxidant properties of «-tocopherol, and that 
no conclusions can be drawn about the effect of this 
substance on biologically active progesterone. 

J. Dawson 


317. Constitutional Precocious Puberty in the Female 


‘and its Control by Androgens: A Preliminary Report 


S. C. Freep and M. B. GoLpBERG. Journal of Clinical 
Endocrinology {J. clin. Endocrinol.] 8, 1081-1087, Dec., 
1948. 3 figs., 5 refs. 


A girl aged 4 years and 10 months was referred to one 
of the authors because of precocious development of. 
breasts and pubic hair. General development had been 
normal until the age of 34 years when it was noticed that 
she was unduly tall. Because examination failed to 
reveal evidence of an ovarian tumour or intracranial 
lesion, and because of the highly oestrogenized vaginal 
smear, it was concluded that this was a case of con- 
stitutional precocity, and since the parents were appre- 
hensive of the possible effect on the psychological develop- 
ment it was decided to use methyltestosterone in an 
endeavour to check the abnormal process. Ten mg. 
daily was given for the first week and 5 mg. daily there- 
after, subsequently to be reduced when signs of acne 


DISORDERS 


appeared. Within 6 weeks it was obvious that the 
desired effects were being achieved, the vaginal smear 
showing only basal cells, and for 9 months the sexual 
development remained stationary. At this time, the 
parents having become alarmed at the enlargement of 
the clitoris and the excessive skeletal growth, the girl was 
referred to the other author, who concluded that pelvic 
exploration to exclude ovarian tumour or cyst was 


indicated. This was refused by the parents and testo. — 


sterone therapy was discontinued; hormone excretion 
studies failed to reveal anything remarkable. Enlarge- 
ment of the breasts recommenced within 16 days of 
stopping androgen therapy and this was therefore resumed 
at a dose of 5 mg. daily. It was continued until the age 


of 7 years and 2 months, by which time some deepening © 


of the voice led to discontinuation of treatment for fear 
of producing further and irreversible voice changes, 
At the time of reporting, further sexual development had 
o€curred, though menstruation had not started. 

Rapid growth had continued during treatment, so 
that at the age of 7 years the height was 584 in. (1-46 m.), 
the bone age being 11 years and 3 months, with ample 
growth potential remaining in the long bones. It was 
therefore felt that androgen therapy had both stimulated 
skeletal growth and at the same time neutralized the 
influence of the oestrogens on epiphysial closure, so that 
probably this patient would not have the short stature so 
characteristic of sexual precocity. G. I. M. Swyer 


318. Turner’s Syndrome 

R. B. GREENBLATT and H. E. Niespurcs. Journal of 
Clinical Endocrinology [J. clin. Endocrinol.] 8, 993-1003, 
Nov., 1948. 8 figs., 13 refs. 


Two cases of Turner’s syndrome are described. The 
first was in a coloured girl aged 15, who had webbing of 
the neck, sexual infantilism, and slight cubitus valgus. 
Her height was only 47 in. (1-19 metres) and she had a 
span of 48 in. (1:21 metres). The urinary output of 
gonadotrophic hormone was definitely increased and the 
excretion of 17-ketosteroids was reduced. The second 
was in a coloured male aged 30, 57 in. (1-44 metres) in 
height, and with webbing of the neck, pronounced 
cubitus valgus and slight talipes varus, moderately poor 
beard growth, small testes with atrophy of the left 
testicle, and a very large penis. He had azoospermia 
with hypoplasia of the seminiferous tubules. His serum 
gonadotrophic hormone output was not increased. This 
is the second case in a male to be reported. 

A. C. Crooke 


319. Hormonal Factors Responsible for Deposition of 
Cholesterol in the Corpus Luteum of the Rat 

J. W. Endocrinology [Endocrinology] 41, 364- 
377, Nov., 1947. 3 figs., 22 refs. 


The cholesterol content of the corpus luteum was 
studied in the rat by applying the Schultz reaction to 
frozen sections. The, corpora lutea of pregnant or 
pseudo-pregnant rats contain little or no cholesterol, 
but this is deposited after an injection of oestrogen, 2 pg. 
of oestradiol benzoate being an effective dose. This 
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action is due to release of luteinizing gonadotrophin 
from the pituitary, for the oestrogen is ineffective if 
given immediately after hypophysectomy, when luteinizing 
hormone will still induce deposition. Even this hormone, 
however, is ineffective if given a few hours after the 
pituitary has been removed, because the action * of 
pituitary luteotrophin (prolactin) is also necessary. This 
is shown by experiments in non-pregnant rats.. In these 
animals cholesterol is deposited by injecting prolactin 
during di-oestrus and following this by an injection of 
oestrogen, or by injecting luteotrophin and luteinizing 
hormone into animals from which the hypophysis has 
been removed a few hours after ovulation; neither 
oestrogen alone nor luteinizing hormone alone was 
effective in these experiments. When excess luteotrophin 
is given it may suppress the deposition induced by 
luteinizing hormone. 

These and previous findings on cholesterol deposition 
during the normal oestrous cycle lead to the conclusion 
that cholesterol is a precursor of progesterone. The 
latter is secreted under the influence of luteotrophin, and, 
since this hormone maintains progesterone secretion by 
itself, it also must be able to influence the accumulation 
of cholesterol. It is only this part of its function for 
which luteinizing hormone can act as a substitute. 

Peter C. Williams 


320. Inhibition of Ovulation in the Rabbit by the 
Adrenergic-blocking Agent Dibenamine 

C. H. Sawyer, J. E. MARKEE, and W. H. HOLLINSHEAD. 
Endocrinology [Endocrinology] 41, 395-402, Nov., 1947. 
17 refs. 


When injected into rabbits immediately after coitus 
“dibenamine”’ inhibited ovulation in 16 out of 19 
animals; if even 3 minutes elapsed between the end of 
coitus and the injection, ovulation was unaffected. The 
doses required to inhibit ovulation had to be large enough 
to constrict the pupils, and were near the lethal level. 
That the toxic symptoms were not the cause of the 

‘ inhibition was shown by the negative results with another 
adrenolytic and sympatholytic drug—* priscol”’; this 
did not inhibit ovulation, although given in doses which 
were very toxic but did not constrict the pupils. Ovula- 
tion was also unaffected when pentobarbitone soluble 
was injected immediately after copulation. 

It is concluded that the nervous excitation passed to 
the adeno-hypophysis by copulation includes an 
adrenergic link, and that the stimulus passes to the 
pituitary within one minute. Peter C. Williams . 


321. The Urethral Smear as an Indicator of Sex 
Hormone in Male Rabbits 

H. BERN and M. KLEIN. Endocrinology [Endocrinology] 
41, 422-427, Nov., 1947. 8 figs., 5 refs. 


Urethral smears taken by direct application of a glass 
Slide to the mucosa lining the meatal region of rabbits 
were fixed immediately with alcohol-ether and stained 
with Shorr’s stain. Three main types of cell are dis- 
tinguished: normal polygonal epithelial cells with light- 
blue cytoplasm and small bright-red nuclei; round or 


elliptical epithelial cells with light or dark blue-green 

cytoplasm which is often vacuolated and contains large 

vesicular red or blue-green nuclei; and leucocytes. 

Most smears also contain red-staining non-nucleated 

cornified cells probably derived from the muco-cutaneous 

junction. The normal epithelial cells are chiefly present, 

together with some leucocytes, in smears from normal 

male rabbits, and solely present in such animals after 

they have been given androgen by implantation. Smears 

from castrated animals consist of about equal propor- . 
tions of the three sorts of cell. Oestrogen treatment in 
intact or casttated males causes a decrease in or suppres- 
sion of the normal epithelial cells. Peter C. Williams 


322. The Urethral Smear in the Normal Human Male 
M. T. VoGeL, T. H. MCGAvack, and H. KAMMANDEL. 
Journal of Clinical Endocrinology [J. clin. Endocrinol.) 8, 
967-981, Nov., 1948. 5 figs., 10 refs. 


This study was made at the New York Medical College 
because of an unconfirmed report that the cytology of 
the male urethral smear differed from the normal in cases 
of sex hormone deficiency and returned to normal after 
hormone therapy. In an attempt to establish the 
“normal ’’ cytology at different ages, and to discover 
the existence of any cyclic variations, daily smears were 
taken by 12 men, aged from 18 to 32 years, and by 6 men, 
aged from 44 to 58 years, over periods ranging from 3 to 
122 days, and also from 5 boys, aged from 9 to 11 years, 
on every other day for a week. The smears were made 
each morning by holding open the lips of the meatus and 
pressing a slide against the mucosal surface; in all, 
1,056 smears were examined. In 9 of the young adult 
group the pH of the meatus and urine was determined 
over a short period. Four types of cell were identified— 
cornified, superficial, and intermediate cells derived from . 
the squamous epithelium of the urethra, and round cells 
believed to originate from the lower epithelial layers of 
the urethra by desquamation. The superficial, inter- 
mediate, and round cells showed both acidophilic and 
basophilic staining reactions which bore no relation to 
the pH of the urine or meatus. Cells varied greatly in 
type and staining properties from person to person, and 
in the same individual from time to time, no regular 
cyclic variations being observed in any individual or age 
group. Other constituents of the smears were sperma- 
tozoa, leucocytes, cellular debris, mucus, bacteria, and 
refractile bodies possibly emanating from the prostate 
or from intra-epithelial cysts in the cavernous urethra; 
the last three were absent from the smears of the 5 boys. 
The authors discuss the mechanical and chemical factors 
influencing the character of the urethral smear, and 
conclude that further study of the best stain for urethral 
material, and of the nature of the variations in staining 
reaction, is necessary; moreover, the nature of the smear 
characteristic of any given functional state, such as 
puberty or the climacteric, must be established before the 
urethral smear can be used as an index of sex hormone 
deficiency, or of the effects of hormone therapy. 

Wilfred E. Hunt 


. See also Section Paediatrics, Abstract 163. 
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323. Treatment of Inflammatory Dermatoses with Oral 
Bismuth. (Sodium Bismuth Triglycollamate) 

J. K. Howes. Southern Medical Journal {Sth. med. J.] 
41, 1033-1041, Nov., 1948. 3 refs. 


Sodium bismuth tryglycollamate (“ bistrimate’’) is 
a bismuthy! salt of triglycollamic acid combined with 
three equivalents of disodium triglycollamate. It con- 
tains 18-3% of bismuth and is a white powder readily 
soluble in water, forming a stable solution with an 
approximately neutral reaction. It is given by mouth 
in the form of tablets each containing 410 mg. of the 
salt, equivalent to 75 mg. of bismuth. Doses corre- 
sponding to 300 to 450 mg. of metal a day are well 
tolerated if continued for a year. The preparation was 
given to 179 patients with various dermatoses. Good 
results were obtained in acute and subacute discoid 
lupus erythematosus; results were less striking in the 
chronic atrophic variety. Twelve out of 18 patients with 
multiple common warts were cured completely, but there 
was no response in 4 patients with plantar warts. Of 38 
patients with vitiligo, marked improvement was noted in 
24, in 8 of whom all pigmentation had returned after 
4 months. Twelve patients with acute generalized lichen 
planus responded satisfactorily within 10 weeks; 6 others 
with lichen planus (3 of them verrucous) failed to 
improve. In alopecia areata the results were unsatis- 
factory. Of 6 patients with granuloma annulare, in 
4 the condition cleared within 5 months; the other 2 
have been under treatment for a shorter time. Good 
results were obtained when bistrimate was used as an 
auxiliary method of treatment in 6 cases of sarcoidosis. 
Two out of 3 patients with dermatitis herpetiformis 
improved considerably. Adverse reactions were few 
and mild; a bismuth line on the gums was common, 
and a few patients had a mild gingivitis and one a severe 
stomatitis. A number complained of anorexia and 
vague gastric pains. One patient outside this series 
developed exfoliative dermatitis. 

In the discussion following the paper, which was read 
before the Section on Dermatology and Syphilology of 
the Southern Medical Association at Baltimore, two of 
the speakers reported that bistrimate had to be stopped 
in a considerable proportion of patients because of severe 
gingivitis. E. Lipman Cohen 


324. Generalized Angiomatosis Simplex Cutis Follow- 
ing an Erythema Morbilliforme Probably Caused by the 
Use of Pyribenzamine 

M. OPPENHEIM and W. A. YACULLO. British Journal of 
Dermatology and Syphilis (Brit. J. Derm. Syph.| 60, 
368-371, Nov., 1948. 14 refs. 


This short article consists of a detailed description of a 
male aged 53 who originally developed a generalized 
pruritic eruption, diagnosed as urticaria erythematosa 
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chronica, and for which he was given “* pyribenzamine ” 
by mouth, 50 mg. four times daily for 7 days. Following 
this he developed a morbilliform erythema of the whole 
body, and 10 days after this rash was first seen by the 
authors there appeared over the whole body numerous 
small red spots like telangiectases which faded on 
pressure. Mild friction increased the redness without 
any urtication. The palms and soles were not involved, 
and the condition was unchanged after 5 months, 
Histological examination showed many newly formed 
capillaries in the subepithelial layer and deeper layer of 
the dermis. 

The authors briefly review conditions of similar type 
which must be considered in the differential diagnosis— 
telangiectasia macularis eruptiva perstans, urticaria 
pigmentosa, angioma serpiginosum, and livedo racemosa, 
and they conclude that the disease in their case is quite 
distinct from any previously described. It is considered 
a new condition caused by pyribenzamine in which there 
is new formation of capillaries. [In reaching this con- 
clusion the authors do not take into consideration the 
original pruritic eruption for which the pyribenzamine 
was given.] H. R. Vickers 


325. Causative Diagnosis of Contact Dermatitis. [1. 
A Classification of Patterns on the Hands 

G. L. Wavppsott and J. J. SHEA. Archives of Dermato- 
logy and Syphilology [Arch. Derm. Syph., Chicago] 57, 


975-984, June, 1948. 4 figs., 4 refs. 


A classification of contact dermatitis of the hands is 
worked out from the characteristic patterns made by 
objects in contact with the palmar aspect of the hands. 
The basis of the investigation was a series of photographs 
made in 51 cases. Clearly defined patterns are only 
rarely obtained in contact dermatitis of the dorsum of 
the hands. The pattern varies with the shape of the 
hand, strength of grip, and size and consistency of the 
object. The classification includes such varieties as the 
finger-tip type due to touching plastic knobs or buttons, 
the finger and palm types due to grasping objects such as 
ropes, golf clubs, bicycles, or car steering wheels, and the 
palm types due to holding objects in the palm of the 
hand. G. A. Hodgson 


326. Vitality of Epidermal Cells After Allergic Exposure. 
Studied by Means of a Special Transplantation Technique. 
{In English] 

H. HAxTHAUSEN. Acta Allergologica [Acta allergol., 
Kbh.} 1, 311-331, 1948. 5 figs. 


A modification of the pinch-graft technique was 
employed, the skin being lifted by a sharp curved needle 
and cut just below the point of the needle with a pair of 
small curved scissors. The grafts, of a size of about 
1 to 2 mm., were transplanted in uniform rows on a 
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wound surface which had been bandaged with 0-25% 


chloramine compresses for some time. The transplanted. 


surface was covered with a piece of gauze and this was 
not removed for 2 to 3 days during which compresses 
of 2% boric acid in mucilage agar were applied and 
changed at 4-hourly intervals. 

In the first group grafts were taken from eczematous- 
allergic patients (“donors”) and transplanted to 
“normal receptors”’, with control grafts from the 
receptor himself; 3 to 6 days after transplantation the 
grafts were exposed to the donor’s allergen by means 
of compresses. The receptors suffered from ulcers of 
the legs and from burns. The donors were sensitive to 
mercury, sulphonamides, primula, paraphenylenediamine, 
and turpentine. Exposure to the sensitizing agent did 
not affect the growth of the allergic donor’s grafts. 

In the second group the receptors were eczematous- 
allergic subjects and grafts were taken from non-allergic 
individuals, or from allergic individuals sensitized against 
a different chemical substance. This was done in order 
to see whether or not the sensitization of the skin could 
be transmitted from the allergic recipient to the trans- 
planted non-sensitive graft. Receptor’s grafts were 
used again as controls. The 4 receptors were sensitive 
to dinitrochlorobenzene, benzocaine, and quinine. The 
wounds were dressed with the specific solutions to which 
the recipient was sensitive. There was no inhibition of 
the growth of either donor’s or receptor’s grafts. In the 
third group the skin grafts were taken again from 
eczematous-allergic donors. This time skin areas were 
grafted which had been exposed to the specific substance 
by electrophoresis immediately before the operation. 
The sensitized, exposed grafts behaved after transplanta- 
tion like normal control grafts. 

The author realized that no eczematous reaction 


could be expected to occur in newly formed growing | 


epidermis. Conclusions were therefore drawn only 
about the vitality of sensitized grafts. It was not lowered 
in comparison with the vitality of non-eczematous skin 
grafts. Kate Maunsell 


327. Tocopherols (Vitamin E). Treatment of Lupus 
Erythematosus; Preliminary Report 

J. F. Burcess and J. E. PritcHarp. Archives of 
Dermatology and Syphilology [Arch. Derm. Syph., 
Chicago] 57, 953-964, June, 1948. 4 figs., 5 refs. 


A detailed clinical account is given of 11 cases of discoid 
lupus erythematosus treated with vitamin E (mixed 
tocopherols), with observations on a further 25 cases. 
The tocopherols were given by mouth and parenterally. 
Histological examination in 3 cases showed that hyper- 
keratosis with follicular plugs was still present but the 
width of the epidermis was less than before treatment, 


' and telangiectasia and lymphocytic cellular infiltration 


had disappeared in 2 cases and were reduced in the 
third. Superficial lesions clear quickly with a dose of 
100 to 200 mg. daily, but deep infiltrative lesions need 
intensive and prolonged treatment (600 mg. daily). 
Recurrences are common, and the partial regression seen 
in the biopsy specimens suggests that treatment should 
be continued after apparent cure. Foci of infection are 


not to be neglected. Photosensitivity was lost in 4 
cases during treatment. Tumour-like infiltrations may 
occur when mixed tocopherols are injected intra- 
muscularly. The mixed tocopherols may cause partial 
regeneration of the collagen, and the effects of the 
different tocopherols are discussed. G. A. Hodgson 


328. The Use of the Steroid and Gonadotropic Hormones 
in Hydroa Vacciniforme 

E. S. Latn, J. H. Lams, C. Keaty, and A. HELLBAUM. 
Southern Medical Journal [{Sth. med. J.] 41, 1041-1045, 
Nov., 1948. 14 refs. 


Two girls, both aged 9, suffered from hydroa vaccini-. 
forme. They were treated with injections of oestrone— 
one had 200 units weekly for 4 weeks and the other had 
100 units every 3 weeks for 8 injections. The lesions 
cleared, and in one case there has been no recurrence. 
In the other there was a mild relapse after 2 years, which 
cleared with one injection of 200 units of oestrone. A 
boy aged 17 who had had hydroa vacciniforme since early 
childhood had seminal insufficiency but a normal excre- 
tion of urinary 17-ketosteroids. During exacerbations 
of the dermatosis there was pronounced creatinuria. 
He was given 10 units of equine gonadotrophin daily 
for 8 months. The sperm count increased at first and 
then remained stationary. The skin condition improved 
gradually, and eventually long exposure to sunlight 
resulted in tanning without vesiculation. 

E. Lipman Cohen 


329. Studies in Solar Urticaria 
P. L. Beat. Journal of Investigative Dermatology [J. 
invest. Derm.} 11, 415-433, Dec., 1948. 5 figs., 31 refs. 


In 2 cases of solar urticaria the range of spectral 
sensitivity was found to lie between 2,967 and 3,341 A.U. 
with a maximum at 3,131 A.U. Urticarial sensitivity 
could be passively transferred by injecting the patient’s 
serum into the skin of normal controls and irradiating 
the sites with the active wave-lengths. Passive transfers 
to animals were unsuccessful. It appears that the anti- 
body does not dialyse through a semi-permzable m2m- 
brane, is heat labile, and gradually loses activity on 
storage. Antihistaminic drugs were protective, and by 
virtue of this effect it was possible to subject the patients 
to gradually increasing doses of ultraviolet irradiation. 
The skin eventually acquired enough toleranc2 to allow 
administration of antihistaminic substances to b2 
discontinued. James Marshall 


330. The Libman-Sacks Syndrome. (W sprawie zespolu 
Libman-Sacksa) 

S. JastoNsKa and E. Polski Tygodnik 
Lekarski [Polsk. Tyg. lek.] 3, 1366-1370, Nov. 15, 1948. 
2 figs., 17 refs. 


Among the various sigas which may app2ar 02 the 
skin during subacute bacterial endocarditis acute lupus 
erythematosus is rather uncomnoda. Libman and Sacks 


describ2d 2 such patients in 1923, and sinc2 that tim: - 


more cases of this syndrom: have b22n rezord24d. In 
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this paper the authors describe the appearance of subacute 
lupus erythematosus in a female aged 16 who had all the 
typical signs of subacute bacterial endocarditis. They 
discuss the significance of skin changes in various forms 
of endocarditis; they believe that this and other similar 
cases of the Libman-Sacks syndrome support the view 
that in the aetiology of lupus erythematosus septicaemia 
is of primary importance. J. T. Leyberg 


331. The Treatment of Pityriasis Rosea with Spiro- 
chaeticides. [In English] 

E. Acta Dermato-Venereologica [Acta 
derm.-venereol., Stockh.] 28, 325-329, 1948. 


The author considers that the herald patch in pityriasis 
rosea is due to an exogenous infection, the generalized 
rash being a secondary phenomenon as in syphilis. 
According to Lennhoff a spirochaetal organism is fre- 
quently found and the author in collaboration with him 
was able to culture it. Spirochaeticides were used to 
treat 51 men suffering from pityriasis rosea. Of these 
6 defaulted, so that the results are known in 45, of which 
39 received “‘ iodobismitol’’ or bismuth subsalicylate 
and 7 neoarsphenamine or “ mapharside’’ (oxophen- 
arsine, U.S.P.). The average number of injections was 
3 to 4 at intervals of 3 or 4 days, in the same dosage as 
for syphilis. Symptoms were completely or almost 
completely absent on average after 15 days of bismuth, 
or 12 days of intravenous arsenic treatment. Of the 
latter drugs only 2 or 3 injections are necessary. Thus 
the duration of the disease was much less than the usual 
period of 6 to 10 weeks. Use of the arsenicals is not 
recommended in so trivial a disease, but the author used 
them for experimenial purposes. Herxheimer reactions 
were observed in 4 cases and within 24 hours of the first 
injection; several patients complained that the itching 
was worse after the first injection and that several new 
spots appeared, but this increased discomfort lasted only 
for 2 or 3 days. J. E. Schneider-Green 


332. Brazilian Pemphigus Foliaceus (Wild Fire) 

O. G. Costa. British Journal of Dermatology and 
Syphilis [Brit. J. Derm. Syph.] 60, 359-367, Nov., 1948. 
5 figs., 9 refs. 


A description of endemic pemphigus which appears to 
be peculiar to Brazil is given. The first cases were 
reported in 1903 by Pais Leme, and since then numerous 
cases have been described. The disease occurs at any 
age, but the maximum incidence is between 10 and 30 
years; foreigners are attacked in the same proportion as 
Brazilians, and it occurs often in several members of the 
same family. The first lesion is always bullous, and from 
this, various types develop—bullous, pustulo-bullous, 
crusted, papillomatous, erythrodermic, exfoliative, or 
herpetiform. In long-standing cases the hair may be 
lost, both on the scalp and the pubic region. Loss of 
pubic hair in patients who had the disease in infancy is 
probably of hormonal origin. Various amyotrophies, 
both interosseous and in the lower limbs, have been 
observed, and in advanced cases there is decalcification 
of the bones, especially of the large joints and the bones 


of the hand. Severe endocrine disturbances take place, 
There is loss of sexual desire in 90% of cases. When the 


disease is contracted before puberty, the patients develop 


changes similar to those seen in pituitary dwarfism. The 
biochemical changes are those of increased capillary 
permeability. The disease runs a chronic course, lasting 
from 5 to 20 years, but an acute or subacute evolution 
occasionally occurs. Eventual recovery takes place in 
10% of cases. ; 

The cause of this disease is unknown and treatment is 
empirical. H. R. Vickers 


333. Bistrimate Therapy in Scleroderma 

G. V. StrYKeER, D. C. TWEEDAL, and W. B. O’Connor. 
Journal of Investigative Dermatology [J. invest. Derm.) ll, 
399-400, Dec., 1948. 


Two cases of diffuse scleroderma and one of the 
acrosclerotic variety were treated with bismuth, six 
tablets of “ bistrimate *’ (sodium bismuth triglycollamate) 
being given by mouth daily for as long as 9 months, 
Symptomatic improvement was obtained in each case. 

James Marshall 


334. Sclerosing Angioma—A Non-melanotic Pigmented 
Tumour of the Skin 

E. K. Dawson. Edinburgh Medical Journal (Edinb. 
med. J.] 55, 655-674, Nov., 1948. 29 figs., bibliography. 


A full, well-illustrated account is given of a group of 
benign skin tumours which, in dermatological and 
pathological literature, have had many aliases, including 
“fibroma”, “xanthoma’’, histiocytoma’, and 
“* sarcoma ”’, but which, as this paper clearly establishes, 


. are sclerosing angiomata observed at different stages of 


involution. Although the formation of each tumour is 
fairly uniform, the group shows a wide range of structure, 
from cellular angioma to almost pure fibroma or 
“xanthoma”’ rich in foam cells. Haemosiderin and 
lipid deposits make many of the tumours visibly pig- 
mented; and clinically these growths must be dis- 
tinguished from melanoma, blue naevus, neurofibroma, 
leiomyoma, “ xanthoma”, and carcinoma. Méicro- 
scopical study is essential for certain identification, 
which is important because the lesion is always benign. 
R. A. Willis 


335. Notes on a Case of Colloid Pseudomilium 

G. H. Percivat and D. A. Dutuie. British Journal of 
Dermatology and Syphilis [Brit. J. Derm. Syph.] 60, 
399-404, Dec., 1948. 8 figs., 10 refs. 


A man aged 27 years had small, shining, yellowish 
papules of up to 3 to 4 mm. diameter on the back of his 
neck. Smaller papules were present on the nose and 
cheeks, having first appeared below the eyelids at the 
age of 12 years. One sister was said to be similarly 
affected. Histological examination showed colloid 
globules in the papillary layer of the dermis with no 
other significant change. There was often a patent 
vessel running through the colloid. There is no specific 
stain for colloid, and chemical analysis was difficult but 
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suggested the presence of a protein basis. Similar cases 
have been reported in young persons and in a further 
group of cases often associated with senile elastosis the 
exposed parts in elderly patients are affected. 

It is suggested that four types of colloid change should 
be recognized: (1) juvenile form with a familial tendency ; 
(2) adult form, not familial and usually associated with 


senile elastosis; (3) senile elastosis with colloid change ~ 


and a doubtful direct aetiological relation; (4) other 
dermatoses with secondary colloid change, generally 
solitary lesions or on covered parts. John T. Ingram 


336. Therapeutic Value of Ammoniacal Silver Nitrate 
in Fungous Infections of the Nails 

W. J. NICKERSON and S. J. Wuite. Archives of Dermato- 
logy and Syphilology [Arch. Derm. Syph., Chicago] 57, 
935-941, June, 1948. 3 figs., 1 ref. 


Ammoniacal silver nitrate is actively fungicidal and 
capable of penetrating keratin. It was applied weekly 
to 16 patients of whom 9 were cured (normal growth of 
nail tissue and normal mycological findings) and 7 were 
definitely improved. Results’ were checked by radio- 
graphs and culture. G. A. Hodgson 


337. On a Source of Error in Intradermal Tricho- 
phytin Testing: Response to Trichophytin of Tuberculin- 
' positive Subjects with or without Clinical Tuberculosis. 
{In English] 

C. A. FALK. Acta Dermato-Venereologica [Acta derm. - 
venereol., Stockh.] 28, 342-351, 1948. 


A patient with verrucose tuberculosis of the skin who 
was unaware of ever having suffered from a fungus 
infection gave a strongly positive trichophytin reaction. 
This led the author to investigate cases by means of 
simultaneous trichophytin and tuberculin tests. The 
connexion between positive trichophytin and tuberculin 
reactions was difficult to determine because of the fre- 
quency of fungus infections and the lasting nature of 
allergy to hyphomycetes. A definite opinion can only 
be formed by purely statistical comparison of a large 
number of cases. All patients with a history suggestive 
of fungus infection were excluded. Patients without 
such a history were then carefully examined for fungus 
infection and all those with interdigital laceration or 
scaling were also excluded. Trichophytin in 1 in 50 
dilution was injected intradermally into an arm and 
tuberculin into the other arm. The apparatus used for 
the two injections was sterilized in separate containers. 


In the case of tuberculin, fresh syringes from the factory © 


were employed. The reactions were read at once and 
in 48 and 72 hours. Occasional immediate reactions 
were not included in the series. 

In a series of controls 8-2 to 11-3% had a positive 
trichophytin reaction. Among Mantoux-positive patients 
the figure was 26-1%, whereas among the tuberculin- 
Negative it was only 3-8%. Of patients with lupus 
vulgaris 90-6% had a positive trichophytin reaction and 
8 out of 9 with erythema induratum were strongly 
positive. All those sensitive to trichophytin were also 
Sensitive to tuberculin. The author concludes that there 


is a striking parallelism between the trichophytin and 
tuberculin reactions and that positive trichophytin 
reactions can be obtained in. subjects without past or 
present hyphomycetic infection. This detracts from the 
value of the test for diagnostic purposes. 

J. E. Schneider-Green 


338. On a New Species of Anaerobic Coccus Isolated 
from Tropical Ulcer 

M. Maaara, K. Go, K. So, and T. AKIMA. Japanese 
Medical Journal (Jap. med. J.] 1, 289-291, Aug.,- 1948. 
2 figs., 1 ref. 


339. Calciferol by Intramuscular 


T. LiGHTBOUND. Lancet [Lancet] 2, 1010-1012, Dec. 25, 
1948. 


Patients with lupus vulgaris attending the Belmont 
Road Hospital, Liverpool, were treated with calciferol 
either by mouth or by intramuscular injection. The 
patients receiving tablets were given 150,000 iu. of 
calciferol daily for 6 months. The treatment was then 
stopped for 12 weeks before a second course lasting for 
5 months was started. Some patients developed toxic 
symptoms, and in their case the dose was first reduced 
to 100,000 or 50,000 i.u. daily, according to their tolerance. 
Later, it was found better to stop treatment for 4 weeks 
and then resume at the full daily dose of 150,000 i.u. 
The patients receiving the intramuscular injections of 


calciferol were given 600,000 i.u. three times a week for - 


the first 3 weeks. They were then given 600,000 i.u. 
once a week, but it was decided subsequently to give two 
injections every week. 

Of 35 cases of lupus vulgaris treated with tablets, 22 
were Clinically cured in an average of 11 months. The 
remainder showed varying degrees of improvement, and 
in only one case was there no improvement. A total of 
10 patients were treated by intramuscular injection of 
calciferol; these comprised 6 new patients and 4 who 
could not tolerate the tablets. Of the 6 treated by in- 
jections alone 3 were clinically cured in an average of 
44 months, 1 in 3 months, 1 in 4 months, and 1 in 64 
months. Of the 4 who could not tolerate tablets 2 
were cured—1 in 4 months and 1 in 5 months. 

In some cases regular investigations were made of 
blood pressure, weight, white-cell count, erythrocyte 
sedimentation rate, and packed red cell volume, and of 
serum calcium, serum inorganic phosphate, blood urea, 
and alkaline phosphatase levels. Of the patients treated 
with tablets, 22 showed toxic symptoms, whereas those 
given injections showed none. The toxic symptoms 
appeared to run parallel with a raised serum calcium 
lével, which was much more frequently encountered in 
patients given tablets. Urea-clearance tests showed that 
kidney function was diminished by both types of treat- 
ment. There was calcification of the iliac arteries in 
2 patients given tablets. 

Treatment with calciferol dissolved in propylene glycol 
and with “ sterogyl 15” (an alcoholic solution of calci- 
ferol) was tried, but found to be no better than treatment 
with tablets. P. A. Nasmyth 
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340. Action of Small Intradermal Doses of Penicillin in 


Syphilis. (Sull’azione di piccole dosi di penicillina . 


iniettata per via intradermica nella sifilide) 
C. PisacaNe and L. Ziriu. Riforma Medica [Rif. 
med.| 62, 321-324, June 30, 1948. 14 refs. 


The authors gave small doses of penicillin intraderm- 
ally (injections of 5,000 units thrice daily for 6 to 7 days) 
in cases of primary, secondary, and tertiary syphilis. Of 
4 primary cases treated 2 showed both local and general 
reactions occurring 5 to 10 hours after the first injection; 
the reaction then quickly subsided, and the lesions began 
slowly to heal. A few treponemata could still be found 
5 to 6 days after treatment had commenced. The 
serological reactions remained unaltered except in one 
case in which the reaction changed from negative to 
strongly positive. 

Most of the 16 patients with secondary syphilis had 
late manifestations with local circumscribed lesions. 
In most cases the improvement was rapid, being notice- 
able after 48 to 72 hours and thereafter progressing to 
complete resolution at or shortly after the termination 
of therapy. In most cases the treponemae disappeared 


_ rapidly from the lesions. The serological reactions 15, 


20, 30, and 40 days after the end of treatment were 
mostly unaltered. In 4 cases the serological reactions 
were temporarily negative after a month but became 
positive again after 2 to 3 months, in one case with a 
recurrence of symptoms. 

There were 5 cases with typical gummatous lesions on 
the limbs. Improvement occurred, sometimes rapidly 
and sometimes slowly (15 to 20 days after the end of 
treatment). In one case after irregular orthodox treat- 
ment the Wassermann and Meinicke tests were negative. 
Within 18 hours of beginning treatment these became 
strongly positive, the titre declining again after 48 hours. 
The authors conclude that in addition to a direct action 
on the spirochaete penicillin also had a desensitizing, 
anti-allergic action. G. Lorriman 


341. Jarisch-Herxheimer Reaction in Neurosyphilis 
Treated with Penicillin 

M. T. HOEKENGA and T. W. FARMER. Archives of 
Internal Medicine [Arch. intern. Med.] 82, 611-622, 
Dec., 1948. 5 figs., 9 refs. 


Herxheimer reactions, both febrile and neurological, 
were studied in 349 afebrile patients with neurosyphilis. 
Doses of penicillin varying from 30,000 to 300,000 units 
were given in the first 6 hours of therapy and rectal 
temperatures were taken every’2 to 4 hours. Rises 
above 100° F. (37-8° C.) were considered significant. 

There was fever in 34%, without significant relation to 
race or sex. Febrile reactions were present in no less 


than 74% of cases of general paresis while in other types 
of neurosyphilis the incidence varied between 17 and 36%. 
Patients with high cell counts and protein content in the 
cerebrospinal fluid, irrespective of the complement 
fixation test titres, were the most susceptible although 
there was some relation between the presence of the 
reaction and the titre of the complement fixation test in 
spinal fluid but none with the corresponding titre in 
blood. 

The minimum dose of penicillin to produce a febrile 
reaction was 10 units per kilo body weight. The “ all 
or none rule”’ appears to operate for there were no 
differences in incidence with higher doses. The earliest 
rise occurred 4 hours after the first injection; in 20% 
the temperature rose after 6 to 10 hours, in 50% after 
12 to 16 hours, and in 30% after 18 to 24 hours. The 
average rise continued for 10 hours. Of 12 patients who 
had febrile reactions to a small dose 9 had a second attack. 

Only 6 patients had mental or neurological dis- 
turbanees. Two had convulsions, 2 disorientation, 1 
hallucination, and 1 meningeal irritation. Four of these 
had general paresis (an incidence of 7-3% in this group) 
and 2 asymptomatic neurosyphilis (0-4%). In 3 the 
reactions were transient but 3 patients with general 
paresis had to be admitted to an institution. 

R. R. Willcox 


342. Vagotomy in the Treatment of Gastric Crises of 
Tabes Dorsalis 

C. W. Stoops, L. S. MARKSON, J. M. SULLIVAN, and 
J. KANTER. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.] 32, 599-603, 
Nov., 1948. 16 refs. 


Supradiaphragmatic vagotomy was carried out on 
4 male tabetic patients for the relief of gastric crises 
which had recurred over many years. The operation 
stopped the attacks of vomiting in 3 patients and lessened 
its occurrence in the other patient. Pain was not 
ameliorated in any of the 4 patients. Previous reports 
on the operative treatment of gastric crises are discussed 
and references given. V. E. Lloyd 


343. Neurosyphilis: Evaluation after Two Years of 
Treatment with Penicillin alone and with a Combination of 
Penicillin and Malaria 

A. C. Curtis, S. F. Horne, and D. H. Norton. Ameri- 
can Journal of Syphilis, Gonorrhea, and Venereal Diseases 
[Amer. J. Syph.] 32, 546-564, Nov., 1948. 4 figs., 12 
refs. 


This report includes observations on 223 patients fol- 
lowed up for one year and 104 for 2 years after treatment 
with penicillin alone or with penicillin plus malaria; all 
were suffering from neurosyphilis. The dose of peni- 
cillin was 4,000,000 units in 124 days, and of malaria 50 
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or more hours of fever over 103-5° F. (39-7°C.). At 
the end of one year 79% of those treated with penicillin 
alone had improved clinically and 82% as regards the 
spinal fluid; when penicillin with malaria had been 
used the respective figures were 69 and 89%. At the end 
of 2 years the respective figures were 86 and 85% for 
penicillin alone and 66 and 98% for combined treatment. 
No patient whose condition had not deteriorated during 
the first year showed deterioration clinically or on spinal 
fluid testing during the second. The cell count, protein 
content, reagin units, and gold curves showed very much 
the same change with both forms of treatment and in 
both groups [though all the cerebrospinal fluid abnormali- 
ties were initially greater in the group given penicillin 
and malaria], but in tabo-paresis and paresis the com- 
bined treatment produced improvement more rapidly 
and showed a 16% superiority after 2 years of observa- 
tion compared with 3% after one year. It appears that 
penicillin alone is just as effective as when combined 
with malaria in asymptematic and meningo-vascular 
neurosyphilis and tabes and very nearly as effective in 
paresis; penicillin treatment alone is much safer and is 
therefore the treatment of choice; it seems possible that 
with longer periods of observation any advantage held by 
combined treatment will disappear. T. E. Osmond 


344. Action of Bismuth Preparations on Penicillin. 
BHCMyTOBLIX MpeMapaToB Ha 
N. M. OVCHINNIKOV and E. P. KUCHINSKAYA. BecTHukK 
BeHepONOrHH [Vestn. Vener. Derm.] 
No. 6, 20-24, Nov.—Dec., 1948. 3 figs. 


The following bismuth preparations were used in 
experiments on rabbits: (1) “ biochinol” [an 8% 
solution of this drug has 0-02 g. of metallic bismuth in 
1 ml. together with iodine and quinine in unspecified 
quantities]; (2) “* polibisol”’ [containing 4% of bismuth 
dissolved in cottonseed oil]; and (3) bismuth salicylate 
{with 0-05 g. of metallic bismuth in 1 ml. dissolved in oil 
of apricots]. The experiments were made with a view to 
ascertaining whether or not penicillin dissolved in any 
of the above drugs can be retained in the organism of 
experimental animals in sufficient concentration to 
enhance and accelerate the effect of combined therapy in 
cases of syphilis. The same batch of penicillin was 
dissolved in each of the above 3 compounds, in cotton- 
seed oil or sunflower-seed oil, and in water; each solution 
was injected intramuscularly into rabbits; the animals 
were catheterized every hour, and the urine so obtained 
was examined for penicillin content by serial dilution 
and on Petri dishes containing staphylococcus cultures 
(strain No. 209); each animal received 2,000 units of 
penicillin per kilo body weight and 1 ml. of biochinol 
(or of the other two drugs) per kilo body weight. The 
concentration of penicillin in the urine after injections of 
an aqueous solution of penicillin was higher than after 
Similar injections with biochinol and penicillin or oil 
and penicillin combinations; after 24 hours no penicillin 
could be found in the urine, irrespective of the combina- 
tion injected intramuscularly. The concentration of 
penicillin in the urine was lowest after giving biochinol 
and penicillin. In the first 3 hours the concentration of 


penicillin in the urine after giving polibisol and penicillin 
combination was lower than after injection of aqueous 
solution of penicillin, but the reverse was the case in the 
subsequent 4 to 5hours. Elimination of penicillin intro- 
duced together with bismuth salicylate lasted longer than 
after injection of an aqueous solution of penicillin. It is 
concluded that bismuth reduced, to a varying extent, 
excretion of penicillin in the urine; the variable effect . 
of different bismuth preparations is ascribed to the 
presence of other (non-bismuth) compounds. The 
efficacy of combined bismuth and penicillin therapy in 
experimental syphilis will form the subject of a subse- 
quent communication. H. P. Fox 


345. Penicillin Treatment of Early Syphilis 
E. W. Tuomas. American Journal of Medicine [Amer. 
J. Med.] 5, 687-692, Nov., 1948. 5 refs. 


Clinical research on the treatment of early syphilis with 
penicillin has been unable to keep pace with the changes 
that have occurred in the preparations of the drug used; 
the time-dose relation in penicillin schedules depends on 
the rate of absorption of the penicillin preparations used. 
To obtain continuously effective concentrations in 
blood, injections of 20,000 to 50,000 units of aqueous 
penicillin must be given every 2 to 4 hours, or 300,000 to 
600,000 units of penicillin in oil and beeswax daily. 
Experiments with rabbit syphilis show that prolonged 
action is a more important factor in effecting a cure than 
is a high level in the blood. It seems that penicillin must 
be active within the body for at least 2 to 4 days to cure 
many cases of early syphilis, and that when penicillin in 
oil and wax is used a dose of 300,000 to 600,000 units 
daily for 15 days is advisable. 

After 2 to 4 million units of aqueous penicillin had been 
given in 74 days the failure rate was 20%; after 600,000 
units of penicillin in oil and beeswax daily for 8 days the 
same unsatisfactory percentage of failures was en- 
countered. At Bellevue Hospital, however, when 
administration of the latter dose and preparation was 
prolonged for 15 days only 2 possible failures occurred 
among 132 patients followed up for 4 to 9 months. 
Possibly comparable results may be obtained with the 
new slowly absorbed procaine penicillin G in oil “ gelled ”’ 
with 2% aluminium monostearate by giving an injection 
of 1,200,000 units once a week for 2 weeks, or alterna- 
tively 600,000 units twice a week for 3 weeks. 

T. Anwyl- Davies 


346. Penicillin in Benign Late and Visceral Syphilis 
H. A. Tucker. American Journal of Medicine [Amer. 
J. Med.} 5, 702-708, Nov., 1948. 15 refs. 


The author reviews current literature, analyses the 
records of the syphilis clinic at Johns Hopkins Hospital, 
and considers the effects of intramuscularly administered 
penicillin on the muco-cutaneous, osseous, and visceral 
lesions of late acquired syphilis. Total doses ranging 
from, 320,000 to 7,000,000 units given to 34 patients with 
cutaneous and mucous membrane gummata failed to 
effect complete healing in 5-9% of cases during a-mean 
observation period of 364 days. The rate of healing, 
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within 2 months, seemed to be no more or no less rapid 
than that achieved by older methods of therapy, nor were 
the comparative effects of amorphous penicillin and 
crystalline penicillin G (10 cases) sufficiently striking to 
justify comment. 

Doses of from 600,000 to 7,000,000 units given to 
16 patients with osteitis, osteomyelitis, and periostitis 
achieved satisfactory end results (over a mean observa- 
tion period of 706 days) as judged by disappearance of 
symptoms referable to the skeletal system and radiological 
evidence of arrest or repair of bone lesions in all cases. 
In 1 case, however, 8 months after 1,620,000 units had 
been given for syphilitic osteomyelitis and periostitis of 
the radius, a nodular serpiginous syphilide of the forearm 
appeared. Satisfactory results were obtained in approxi- 
mately 90% of these cases of tertiary syphilis with a 
single course of penicillin alone, but cases of extensive 
gummatous involvement may require arsenic and 
bismuth as well as penicillin. T. Anwyl- Davies 


347. Acute Syphilitic Meningitis: A Report of 80 Cases 
O. A. ParRDo and T. W. FARMER. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 32, 587-598, Nov., 1948. 5 refs. 


The invasion of the meninges by the Treponema palli- 
dum in patients with early syphilis although frequent is 
usually asymptomatic and indicated only by abnormality 
of the cerebrospinal fluid. Occasionally, however, this 
invasion is followed by acute meningitis in which 
involvement of the cranial nerves is frequent. 

Eighty cases of acute syphilitic meningitis were seen 
at the Johns Hopkins Hospital, Baltimore, between the 
years 1918 and 1947; 60 patients gave a history of early 
syphilis and 11 of these had muco-cutaneous syphilitic 
lesions, but in the remaining 20 meningeal symptoms were 
the first observed manifestations. In 30 cases treatment 
had not been given; 50 patients had received varying 
amounts of treatment and in 9 of them meningitis ensued 
in spite of much treatment. Symptoms appeared soon 
after the lapse from treatment. The various symptoms 
noted in the 80 patients are grouped in the table below, 
but clear-cut differentiation was often impossible. 


Incidence of Symptoms and Neurological Signs in Acute 
Syphilitic Meningitis 


Symptom-complex Individual Symptoms and Signs 
Fever 12 (15%) 
Headache .. 66 (83%) 
Meningeal irritation and/or vomit- 
and increased intra- 32 (40%) 
cranial pressure. Stiff neck; Kernig’ 
sign 23 (29%) 
Papilloedema 22 (28%) 
Convulsions 15 (19%) 
Diffuse and focal cere-)| Mental confusion, de- 
A lirium, and coma 22 (28%) 
bral signs. Hemiplegia and/or 
aphasia 
Cranial-nerve paralyses |. . 44 (55%) 


The 7th and 8th cranial nerves were involved in about 
one-third of the cases, the 3rd and 6th in about one. 
eighth, and the other cranial nerves occasionally. The 
abnormalities encountered in the cerebrospinal fluid are 
given in detail in the text. The cell count was usually 
high, sometimes as high as 1,000 to 2,000 per c.mm., and 
the cells were predominantly lymphocytic. Protein 
content was also increased. Weakly positive and strongly 
positive Wassermann reactions were found in about 
equal numbers. In 6 cases this test was negative, 
although the fluid showed marked pleocytosis and 
increase in protein. In all cases the cellular and protein 
content of fluid was normal within 3 months of treatment, 
The Wassermann reaction became negative more slowly, 
usually within 6 to 12 months. In all cases the blood 
was tested serologically; surprisingly, the reaction was 
negative in 11. The colloidal mastic test gave a first. 
zone reaction in most cases; this reaction returned to 
normal after treatment at about the same rate as the 
Wassermann reaction. 

The response to specific treatment with arsenicals or 
penicillin was generally good and rapid, and of approxi- 
mately the same extent with these two agents. There 
were 2 deaths in the series. Symptoms disappeared 
rapidly; headache, nausea, vomiting, fever, stiff neck, 
coma, and convulsions within 7 days in 75%, papillodema 
usually within a week, paresis of the 7th nerve in most 
cases within a few days to 8 months. When the 8th 
nerve was affected full hearing was recovered in about 
one half the cases. Even the prognosis of hemiplegia 
with treatment appears to be good; of 8 cases recovery 
was complete in 3 within 3 months and in another 4 cases 
there was a partial recovery. Meningitis recurred after 
treatment in one case; in 2 others abnormalities in the 
cerebrospinal fluid recurred but clinical signs were absent. 

The late effects, if any, of acute syphilitic meningitis 
are of considerable interest. The authors were able to 
follow up 12 patients who had received arsenical therapy 
for 5 to 10 years and 3 for 15 to 20 years. No mani- 
festations of parenchymatous neurosyphilis developed in 
this small group. The authors conclude that penicillin 
is now the drug of choice; they advocate giving 5,000,000 
units, in divided doses, over 7 to 10 days. V. E. Lloyd 
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348. Incidence and Clinical Features of Involvement of 
the Rectum in Female Gonorrhoea. (Uactrota 4 
KJIMHHKa NOpaxkeHHA MPAMOM KHUIKH 


‘roHoppee) 


D. S. BARANOovsKAYA. 4 MHeKonorua 
[Akush. Ginek.] No. 6, 36-37, Nov.—Dec., 1948. 


Of 120 female patients investigated, 40 had acute, 
72 chronic, and 8 suspected urethrogenital gonorrhoea. 


A search for concomitant proctitis was made. The. 


material for investigation was obtained either from rectal 
washouts or from scraping of rectal mucosa. Positive 
findings were noted in 4 (3 acute and 1 chronic) cases and 
diplococci similar to gonnococci were found in 29 (10 
acute, 18 chronic, and 1 suspected) cases. Only in the 
group of acute cases were itching and tenesmus observed; 
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on inspection eczematous changes were found round the 
rectum. In all cases proctoscopy revealed no patho- 
jogical changes. The incidence of proctitis was found to 
be only 3%; there was, however, a group of 29 (24-1%) 
patients in whom diplococci which might have been 
gonococci were found in the rectum. These cases were 
treated as suspected cases of gonorrhoea with sulphon- 
amides and rectal washouts with weak solutions of potas- 
sium permanganate; locally a 1 to 2% solution of silver 
nitrate was applied. E. W. Collis 


349. Caronamide and its Effectiveness in Urogenital 
Infections 

D. D. MERREN, M. L. ROSENBERG, and S. A. VEST. 
Journal of Urology [J. Urol.|.60, 964-973, Dec., 1948. 
2 figs., 16 refs. 


To 28 patients with acute gonorrhoea 500,000 units of 
oral penicillin and 9 g. of caronamide,; in 3 divided doses, 
were given. The patients were followed for at least 
3 weeks; only one failure was observed. In a sécond 
series, 50 patients received 500,000 units of oral penicillin 
alone, and a further 50 patients had 6 g. of caronamide 
in addition. All were followed up for at least 3 weeks. 
Of the patients who received penicillin alone 23 appeared 
to be cured, whereas for those receiving penicillin and 
caronamide, the figure was 44. No toxicity from the 
caronamide was observed. There was a sixfold increase 
in penicillin concentration in the blood stream in the 
first 4 hours in the caronamide series. It is suggested 
that caronamide might be a useful adjuvant in urinary- 
tract and other infections in which penicillin is indicated. 

[It is Known that oral penicillin shows unpredictable 
variability in its absorption; giving caronamide to 
patients with impaired renal function may not be a 
harmless procedure.] G. W. Csonka 


350. Streptomycin in Gonorrhoea. With Its Effects 
upon Dark-field Positive Lesions of Syphilis 

R. R. Wittcox. British Medical Journal [Brit. med. J.] 
2, 1015-1018, Dec. 11, 1948. 36 refs. 


In a brief review of the reports on the value of strepto- 
mycin in the treatment of venereal diseases the author 
points out that all reports to date indicate that it is 
extremely effective against gonorrhoea. Streptomycin 
is also effective against chancroid in the experimental and 
in the human infection. ‘ Striking cures”? have been 
obtained in a few cases of granuloma inguinale. In 
syphilis, however, this antibiotic appears to be inactive. 
According to Dunham and Rake, penicillin G is some 
3,000 times more effective than streptomycin in experi- 
mental syphilis. Furthermore, in an extended trial 
lasting 13 to 20 days in which 1,000 to 3,000 subtilis 
units of streptomycin were given in experimental syphilis 
in rabbits, Fisken and Gruhzit found no evidence of 
antispirochaetal action. 

Acute gonorrhoea is being well controlled by penicillin 
at present and, although there is no clinical evidence of 
the development of penicillin resistence by the gonococcus, 
nevertheless the author attaches considerable importance 
to these observations on streptomycin. The possibility 
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that penicillin treatment of gonorrhoea might modify or 
mask an incubating syphilitic infection has been the 
concern of clinicians for some years, and has led in 
Britain to prolonged periods of surveillance after treat- - 
ment of gonorrhoea. ‘*‘ However, even though the 
masking of syphilis by penicillin should prove only a 
minor problem, if streptomycin will cure gonorrhoea in 
a single dose and at the same time leave the dark-field 
positive lesions of syphilis untouched it will still have a 
definite place in the treatment of gonorrhoea. Especially 
will this be so in those cases with undiagnosed genital 
lesions or suspected false-positive blood tests for syphilis 

. . and in all cases of gonorrhoea in which the risk of 
existing but undiagnosed concomitant syphilis is greater 
than the average.” 

The author gives details of selected cases of gonorrhoea 
which show the efficiency of streptomycin in the acute 
infection in the male and female, in relapses after penicil- 
lin or sulphonamide therapy, in chronic gonorrhoea, and 
in complicated cases. A case of syphilis is described in 
which dark-field examination revealed a positive primary 
lesion; Treponema pallidum was found in the lesion 
without difficulty 24 hours after a single injection of 
0-6 g. of streptomycin. 

The author concludes that streptomycin will be of the 
greatest value in venereology for all cases of gonorrhoea 
in which syphilis is more than usually suspect, and that 
the post-treatment period of surveillance of gonorrhoeal 
patients can be shortened. V. E. Lloyd 


351. Isolation and Cultivation of the Donovan Bodies of 
Granuloma Inguinale 

C. R. REINSTEIN, R. B. Dienst, and R. B. GREENBLATT. 
Journal of the Medical Association of Georgia [J. med. 
Ass. Ga] 32, 452-455, Dec., 1948. 2 figs., 9 refs. 


The cultivation of an uncontaminated inoculum of 
Donovan bodies in the yolk sac of the developing 
chick embryo is a simple procedure, but to obtain an 
uncontaminated inoculum is not so easy. When few 
extraneous organisms are present Donovan bodies may 
be isolated for cultivation by suspending washed tissue 
fragments in sterile solutions and incubating in antibiotics. 
Suitable tissue fragments may be selected after incubating 
small pieces on sterile media and selecting those showing 
no bacterial growth. Aspiration before rupture of 
subcutaneous transplants into human volunteers is 
another method which has been employed. 

Twelve mice were inoculated intracerebrally with 
0-05 ml. of yolk sac culture rich in Donovan bodies 
without developing signs of infection. In other mice, 
killed at intervals after inoculation, the donovania were 
found to be destroyed without multiplication after 3 to 
4 days. Mice, guinea-pigs, and rabbits were also inocu- 
lated intradermally and subcutaneously without infection; 
in those given subcutaneous inoculation into traumatized 
tissues the attempt was also unsuccessful. Donovan 
bodies failed to multiply 6 weeks after injection into and 
around caseating tuberculous lymph nodes of guinea- 
pigs or after injection into the medullary cavity of the 
femur of the rabbit. R. R. Willcox 
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352. The Treatment of Experimental 
Intestinal Lavage 

B. H. Wuite and H. N. Harkins. Surgery [Surgery] 24, 
90-96, July, 1948. 1 fig., 21 refs. 


This paper, from Baltimore, describes a further experi- 
mental study of intestinal lavage in uraemia. Dogs 
were used, a loop of intestine 20 to 40 in. (50 to 100 cm.) 
long being isolated with blood supply intact and each end 
implanted into the abdominal wall. Intestinal continuity 
was restored by end-to-end anastomosis. Later bilateral 
nephrectomy was carried out. Half the animals were 
used as controls, and in the others the isolated loop was 
irrigated intermittently. All the dogs lost weight pro- 
gressively after the first operation. The survival time 
of controls after nephrectomy was from 52 to 104 hours, 
blood urea levels varying from 145 to 265 mg. per 100 ml. 
Uraemic symptoms appeared within 36 to 48 hours. 
Lavage did not significantly prolong the survival time 
of the animals. The blood urea concentration was kept 
level or lowered during actual irrigation periods in only 
half the experiments. Best results were achieved with 
hypertonic saline (3%) or sodium sulphate (3%). The 
most significant observation was that most of the animals 
after a short lavage period showed marked muscular 
incoordination, tremors, convulsions, and vomiting, 
symptoms which gradually passed off when lavage was 
stopped. These symptoms were due to gross upset of 
the blood electrolyte pattern. The nature of this 
“ irrigation syndrome ”’ is under investigation. 

F. B. Cockett 
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353. Regeneration of Renal Tubules and the Pheno- 
menon of Toxialepsy. (La regeneracion de los tubos 
renales y el fenomeno de la toxialepsia) 

C. JIMENEZ Diaz, M. MORALES PLEGUEZUELO, E. LOPEZ 
Garcia, and R. Picatoste. Revista Clinica Espafiola 
[Rev. clin. esp.] 31, 227-235, Nov. 30, 1948. 11 figs., 
13 refs. 


The authors give a brief review of observations 
previously made on the renal lesions produced by alloxan 
and uranium in rats and dogs in the Pathological 
Department of the University of Madrid. From these 
experiments arose their interest in the process of regenera- 


tion in the damaged kidney. Readers are referred to’ 


these papers for technical details, both of the treatment 
of the experimental animals and of the histological 
preparation of the material derived from them after they 
had been killed. 

Since glomerular regeneration has not been observed, 
attention was focused on the tubules, in which two types 
of regeneration can be seen. When the dose of toxin is 
small, the tubular epithelium is destroyed but the 
basement membrane remains intact and epithelial 
regeneration, beginning on the third day, re-establishes a 


functioning tubule—“ epithelial regeneration”. The 
cells of regeneration can be distinguished by their size, 


shape, and staining reactions. Cells which have sur. | 


vived the effects of the toxin show an increased resistance 
to later doses (‘‘ toxialepsia’’). No explanation of this 
phenomenon based purely on the different characters of 
the local changes seen in the renal tubules can be ade- 
quate because the liver, which reacts in a specific manner 
to the first dose, shows no morphological changes with 
subsequent doses. With larger doses of toxin, the 
degenerative process destroys the basement membrane - 


and involves the interstitial tissue. Islands of regenerat- . 


ing epithelium appear but they are unable to form a 
functioning tubule—* tubular neoformation ”’. 

The authors discuss, without reaching any conclusion: 
(1) the origin of the cells of these islands of regeneration, 
adducing indirect evidence in support of the existence of a 
nephroblast; (2) whether these islands are isolated or 
are attached to, a functioning tubule; if the latter they 
would be in the nature of diverticula. George Hickie 


354. Acute Renal Insufficiency due to Lower-nephron - 


Nephrosis 


M. B. Strauss. New England Journal of Medicine [New - 


Engl. J. Med.| 239, 693-700, Nov. 4, 1948. 3 figs., 
bibliography. 


The author is of the opinion that patients suffering — 


from lower nephron nephrosis with anuria or severe 
oliguria have a good chance of recovering within 3 weeks 
of the onset of these signs provided that the dangers of 
unduly prolonged or large saline infusions, which would 
cause pulmonary oedema, and of potassium intoxication, 
the effect of protein catabolism, be avoided. Acidosis or 
an increase in non-protein nitrogen level as such is not 
considered a lethal factor. It is argued that, in the 
absence of actual sweating, in a man of 70 kilo body 


weight who suddenly lost all kidney function but did not 


suffer from toxic destruction of body protein there would 
be a daily loss of about 1,000 ml. of water by evaporation. 
No electrolytes would be lost; the daily destruction of 
70 g. of body protein would lead to an accumulation of 
ketonic acids, nitrogenous waste products, potassium, 
sulphates, and phosphates. Vomiting would preclude 
normal feeding, therefore—after the exhaustion of the 
scanty stores of carbohydrates—fat at the rate of 200 g. 
daily would be burnt. These two events would lead to 
the formation of just under 500 ml. water daily. The 
daily negative water balance would increase the osmotic 
pressure of the extracellular fluids and lead to cellular 
dehydration. The rise in serum potassium level would 
be likely to result in fatal cardiac changes before nitrogen 
retention or acidosis became threatening. Administra- 
tion of distilled water should replace the insensible 
water loss, and 100 g. of glucose daily would prevent 
ketosis and reduce protein breakdown almost by half. 
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“The daily breakdown of 37-5 g. protein would lead to the 


formation of 6,000 mg. non-protein nitrogen; distri- 


buted in 50 litres of body fluid this would represent a’ 


daily rise in non-protein nitrogen of 12 mg. per 100 ml. 
Similar calculations suggest a rise in the potassium, 
sulphate, and phosphate levels in the serum by 0-324, 
1-86, and 1-66 milliequivalents per litre per day, though 
the rise in potassium level may be slower owing to an 
‘jncrease in the non-ionized fraction of the intracellular 
potassium proteinate. At a serum concentration of 
potassium of 5 to 8 milliequivalents the T waves in the 
electrocardiogram become tall and peaked, at 8 to 9 ST 
becomes depressed and T biphasic, at 9 to 11 P decreases 
and intraventricular block occurs, at 14 to 16 ventricular 
flutter and fibrillation occur in experiments on the dog. 

A three-stage therapeutic regimen was adopted, the 
above-mentioned Observations being taken into con- 
sideration. Transfusions ef whole blood, plasma, or 
saline are given if shock or dehydration is present at 
the beginning. In the stage of anuria 750 ml. 15% 
glucose in distilled water is infused. Nothing is given by 
mouth if vomiting occurs, but any vomited water is 
measured and the equivalent amount added as saline to 
the glucose infusion. Any acidosis is counterbalanced 
by giving a litre of 0-16 M sodium lactate, the increase in 
extracellular fluid being taken as an inevitable risk. If 


- the frequently repeated electrocardiograms show changes 


suggestive of potassium poisoning the jejunum is per- 
fused; any sodium loss is replaced by potassium-free 
Ringer-lactate or 0-16 M sodium lactate intravenously. 
With the reappearance of diuresis in the third stage water 
and sodium chloride in amounts equal to the previous 
day’s loss are administered. The detailed case histories 
of seven patients are reported to illustrate the author’s 
theory. L. H. Worth 


355. Dimethylsulphanilamido-isoxazole (Nu-445) in 

Urinary Infections 

J. D. FerGusson, D. G. REINoOLD, and F. WRIGLEY. 

a [Lancet] 2, 969-971, Dec. 18, 1948.. 1 fig., 
refs. 


The authors evaluated the clinical effectiveness of 
3 : 4-dimethyl-5-sulphanilamido-isoxazole NU-445”’). 
This is much more soluble than other sulphonamides and 
has a high antibacterial activity over a wide range of 
urinary pH. Since its rate of absorption is high an 
effective blood level can be maintained by 8-hourly 
administration. 

In a series of 60 consecutive female patients admitted 
to the Central Middlesex Hospital alternate cases were 
treated with NU-445 and with sulphamezathine, an initial 
dose of 3 g. of either drug being followed by 2 g. 8-hourly 
till 31 g. had been given: in addition, adequate fluids and 
60 gr. (4 g.) potassium citrate daily were given. A 
catheter specimen of urine was taken before treatment 
began and thereafter daily at 6 a.m. These specimens 
were examined for pH, cells, and bacteria, the approxi- 
mate number of colonies per ml. obtained on culture 
being recorded. Three negative specimens were taken 
as a sign of cure and a follow-up study was undertaken. 
No second course was given for persistent or recurrent 


infection unless a leucocyte count and intravenous 
pyelogram were available. 

The results are recorded in detail in two tables, one 
showing the time taken to achieve a cure and the other 
showing the comparative bacteriostatic effects of the 
two drugs. The authors note that: (1) the prognosis 
of pyelitis in pregnancy was less favourable with either 
drug, presumably because of the urinary stasis; (2) when 
the condition did not respond to a first course there was 
frequently some anatomical defect in the urinary tract, . 
and if this were not so a repeat course of the other 
drug effected cure; (3) the urine remained acid in spite 
of the alkali given until the infection was subsiding; 
and (4) NU-445 in a few cases of prostatic disease had 
no effect on Pseudomonas aeruginosa or Proteus infections. 
They conclude that NU-445 compares favourably with 
sulphamezathine as a urinary .antiseptic since it has a 
slightly higher bacteriostatic effect and, because of its 
low toxicity and high solubility, can be given in higher 
doses than those used in this trial. 

[It is worth noting that the reaction of the urine failed 
to change when 60 gr. (4 g.) potassium citrate was given 
daily ; had this dose been doubled the desired alkalinity 
might have been achieved.] Hugh R. Arthur 


356. Comparison of the Constant Infusion and Urine 
Collection Techniques for the Measurement of Renal 
Function 

E. Y. Bercer, S. J. FARBER, D. P. EARLE, and R. JACK- 
ENTHAL. Journal of Clinical Investigation [J. clin. 
Inyest.] 27, 710-716, Nov., 1948. 3 figs., 11 refs. 


The authors postulate that the rate of excretion of a 
substance must equal its rate of infusion, when the 
plasma level and volume of distribution are constant. 
On this principle, urine collection and its attendant 
errors can be obviated by substituting the value IV 
(I=mg. of substance per ml. of infusion fluid, V=volume 
of fluid in ml. per minute) for UV in the clearance 
calculation. 

Glomerular filtration rate, renal plasma flow, and, by 
the use of an equation, T,,PAH, were estimated by the 
usual urine collection technique with inulin and PAH 
(p-aminohippuric acid), and at the same time by the use 
of the constant infusion method. Priming doses of 
inulin and PAH were given intravenously in amounts 
calculated to achieve levels of 5 to 20 and 2 to 3 mg. per 
100 ‘ml. of plasma respectively; sustaining infusions 
were then delivered-by a pump at a rate calculated on 
the basis of estimated renal function to maintain the 
desired plasma concentration. Infusion equilibrium 
was usually obtained at the end of one hour in normal 
subjects. When the results in 45 experiments by the 
two techniques were compared, the average infusion/ 
urine clearance ratio for inulin was 1 (o=0-054) in 
26 subjects with normal kidneys and 10 with renal 
disease. For PAH, in 26 experiments with 23 subjects, 
the ratio was 0-975 (o=0-094). Several instances are 
given in which data obtained by the two techniques did 
not agree. The danger of overestimating the renal 
function in kidney disease when calculating the priming 
dose is explained. ~ G. Loewi 
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Disorders of the Locomotor and QOsseous Systems 


357. Vertebral Pain of Static Origin (Lumbar and 
Lumbo-sacral), Painful Static Disequilibrium of the 
Lumbar Spine and Lumbo-sacral Joint. I. Normal 
Conditions of Equilibrium in the Vertical Posture. II. 

‘Radiological Studies of Lumbo-sacral Statics and Dynamics 
in the Upright Posture. LI. Study of Some Physio- 
pathological problems in Lumbar and Lumbo-sacral Pain 
of Static Origin. IV. Lumbar and Lumbo-sacral Dis- 
equilibrium in the Transverse Plane. Lumbar Scolioses. 
VY. Lumbar and Lumbo-sacral Disequilibrium in the 
Antero-posterior Plane. Hyperlordoses. Spondylo- 
listhesis and Retrolisthesis. (Algies vértebrales d'origine 
statique (région lombaire et lombo-sacrée), les dés- 
équilibres statiques douloureux de la colonne lombaire 
et de la charniére lombo-sacrée. I. Les conditions 
normales de |’équilibre dans la station verticale. II. 
L’étude radiologique de la statique et de la dynamique 
lombo-sacrée dans la station debout. III. Etude de 
quelques problémes physiopathologiques concernant les 
algies lombaires et lombo-sacrées d'origine statique. 
IV. Les déséquilibres lombaires et lombo-sacrés dans le 
plan transversal. Les scolioses lombaires. V. Les 
déséquilibres lombaires et lombo-sacrés dans le sens 
antero-postérieur. Hyperlordoses. Spondylolisthésis et 
rétrolisthésis) 

_S. DE Séze, J. Rosin, A. Disian, R. DAVAINE, L. AUQUIER, 
S. H. JURMAND, J. Durieu, and —. JAFFRES. Revue du 
Rhumatisme (Rev. Rhum.] 14, 257-304," Sept., 1948. 
42 figs. 


The anatomical factors—osseous, disco-ligamentous, 
and muscular—in the statics of the lumbo-sacral region 
are fully considered. Orthodox clinical examination is 
described but is held to be subsidiary in importance to 
radiological examination with the patient in the upright 
position. It is argued in detail that only in the natural 
upright position can accurate comparable radiographs 
of the region be obtained. The technique is fully de- 
scribed and illustrated by 17 figures. Methods whereby 
deviations from the normal may be measured accurately 
are given and further studies are promised. 

The mechanical effects and pathological consequences 
of pressure and traction (as in scoliosis and hyperlordosis) 
on the articular elements of the spine are described. 
Among these are osteophyte formation, lipping, and 
marginalcondensation. The parts played by osteophytes, 
ligaments, and intervertebral disks in the production of 
pain are assessed. 

The causes of lumbar scoliosis in the adult are enumer- 
ated and the exact sites of the primary deformities are 
then discussed in greater detail. When scoliosis is not 
secondary to lesions in the lower limbs the causes include 
congenital anomalies of the lumbo-sacral region, osteo- 
arthritis, and disk lesions. The need to distinguish 
between a primary disk degeneration or inflammation 
and secondary compression of a disk due to some bony 


abnormality is stressed, as is the need for accurately 
centred radiographs. 

The aetiology, symptoms, signs, x-ray changes, and 
treatment of hyperlordosis, spondylolisthesis, and retro- 
listhesis are described in some detail and illustrated with 
radiographs. It is stated that the diagnosis of hyper- 
lordosis can best be made by measurement of a lateral 
radiograph taken in the erect position and that it is 
generally a secondary condition. Spondylolisthesis is 
estimated to account for 7 to 8% of cases of lumbar pain 
and occurs most commonly in the lower lumber vertebrae, 
whereas retrolisthesis is generally seen in the upper 
lumbar vertebrae. Spondylolisthesis is frequently trau- 
matic or associated with congenital anomalies whereas 
retrolisthesis is generally secondary to disk degeneration 
and is associated with osteo-arthritis. 

Kathleen M. Lawther 


358. Chronic Inflammatory Rheumatism and _ Focal 
Infection. Experience in 136 Cases of Rheumatoid 
Arthritis and 53 Cases of Rheumatism due to Focal 
Sepsis. (Reumatismos croénicos inflamatorios e infec- 
cién focal. Experiencia en ciento treinta y seis casos de 
artritis reumatoides y en cincuenta y tres casos de 
reumatismos sépticos focales) 

M. and O. France. Revista Clinica Espafola 
[Rev. clin. esp.] 31, 176-179, Nov. 15, 1948. 


In 53 out of 136 cases of rheumatoid arthritis (see 
Abstract 359) foci of infection were found and dealt 
with, without any improvement which could be ascribed 
to their removal. The authors express the opinion that 
** the focal infection does not seem to play any important 
role in the aetiology of rheumatoid arthritis ’’. Never- 
theless they admit the existence of an entity called ** focal 
rheumatism ”’, and suggest the following criteria for its 
diagnosis: (1) previous or actual existence of a focus; 
(2) lack of predilection for sex, age, or constitutional 
type; (3) onset frequently acute or subacute, although 
sometimes insidious; (4) general health little or not 
affected; (5) absence of trophic cutaneous manifestations 
and of the muscular syndrome; (6) few joints, and 
generally only the great joints, are affected, without 
tendency to symmetry; (7) positive intradermal reac- 
tions to bacteria found in the foci; (8) favourable 
effect of focal treatment and of pyretotherapy associated 
with antibiotics. A. Lilker 


359. Rheumatoid Arthritis. Findings in 136 Cases. 
(Artritis reumatoide. Revision de ciento trienta y seis 
casos) 

M. Losapa and O. France. Revista Clinica Espafiola 
[Rev. clin. esp.] 31, 169-176, Nov. 15, 1948. 


This is a statistical survey of 136 cases of rheumatoid 
arthritis admitted between 1938 and 1947 to the Hospital 
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DISORDERS OF THE LOCOMOTOR AND OSSEOUS SYSTEMS 


del Salvador in Santiago de Chile. Although there are 
twice as many beds for males as for females in the 
hospital, 44 of the patients were men and 92 women. 
Virtually all ages were represented, the greatest incidence 
being between 30 and 59 years of age—76%. Three- 
quarters of the patients were seen in the hospital for the 
‘first time more than a year after their disease began. 
The general health was affected in 43%; in 8% a 
repercussion was suspected. Fever was noted in 42%. 
Lymph nodes were affected in 14 cases. Periarticular 
effusion was noted in 83%, and articular deformity in 
62%. The articulations affected, in the order of fre- 
quency, were: hands, 81%; small joints of the upper 
limb, 76%: of the lower limb, 73%; feet, 299%; spine, 
18%. The predominant vertebral affection was spondylo- 
arthritis, seen in 10 men and one woman. The erythro- 
cyte sedimentation rate, investigated in 111 cases, was 
normal in only 3; it was above 50 mm. in 51% of cases. 
The blood picture was normal in 51% of the 70 cases 
investigated; the rest had anaemia of varying degree. 
There were leucocytosis in 37% and leucopenia in 22%. 
Of the 84 cases in which radiographs were taken 82% 
presented changes of varying intensity. 

[The paper should be consulted for further statistical 
data.] A. Lilker 


360. ‘* Rheumatoid Disease ”’ 
monary Manifestations 

P. ELLMAN and R. E. BALL. British Medical Journal 
[Brit. med. J.] 2, 816-820, Nov. 6, 1948. 4 figs., 15 refs. 


Rheumatoid arthritis is a systemic disease with local 
manifestations in the joints. If acute and chronic 
rheumatism are regarded as anaphylactic diseases with 
multiple lesions in the mesodermal system, then the 
visceral lesions may be explained as’ hypersensitivity 
manifestations in tissues elsewhere in the body. There 
is an association betweén rheumatoid arthritis and such 
diseases as sclerodermia, polyarteritis nodosa, and 
disseminated lupus erythematosus. 

The, authors describe 3 patients with early active 
rheumatoid arthritis who subsequently developed pul- 
monary lesions. Two patients died and necropsy 
revealed interalveolar fibrosis and cellular infiltration 
with polymorphonuclear leucocytes, mononuclear cells, 
and lymphocytes. The lungs were congested, firm, and 
showed evidence of terminal bronchopneumonia, with 
minute abscess formation, suggesting “‘ fibrosing pneumo- 
nitis”’. These changes are compared with the three 
Successive stages of “‘ rheumatic pneumonia”: (1) 
fibrinoid necrosis in collagen; (2) infiltration with round 
cells, plasma cells, and giant cells; (3) fibroblastic 
proliferation and fibrosis. There was no clinical or 
necropsy evidence of tuberculosis or sarcoidosis. In the 
third case there were changes in the x-ray picture which 
were interpreted as favouring a diagnosis of polyarteritis 
nodosa. In all 3 patients the joint lesions preceded 
the pulmonary lesions, and the authors assume that both 
are manifestations of one and the same pathological 


process, which is presumably a hypersensitivity pheno- 
menon. 


with Joint and Pul- 
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[Although the authors state that the joint lesions 
preceded the pulmonary lesions, it is interesting to note 
that the first patient had pleurisy and pneumonia at the 
age of 11, and that the second had previously had 
recurrent attacks of bronchitis.] D. P. Nicholson 


361. Visceral Lesions in a Case of Rheumatoid Arthritis 
P..GRUENWALD. Archives of Pathology (Arch. Path.] 46, 
59-67, July, 1948. 8 figs., 5 refs. 


A man of 57 had a 6-year history of crippling rheu- 
matoid arthritis. There was active arthritis with hot 
skin over the shoulder, elbow, and knee. At necropsy 
the heart (320 g.) showed ischaemic fibrosis. In the right 
atrium there were many small (2 mm.) yellowish nodules. 
There was also one nodule 10x 105 mm. in the sub- 
stance of the tricuspid valve. The pleurae and peri- 
cardium and splenic capsule were thickened. Histo- 
logically the atrial nodules were of the same structure 
as the subcutaneous nodules of rheumatoid arthritis. 
The centre was necrotic but special staining showed it 
to have been collagenous; this was surrounded by an 
inner zone of radially arranged histiocytes amongst 
which were a few giant cells, lymphocytes, and poly- 
morphonucléar cells. Outside this was a second zone 
of indifferent granulation tissue. The nodule in the 
tricuspid valve was similar and there were also similar 
lesions in the pleurae and splenic capsule, though in these 
sites the lesions were more diffuse and less strictly nodular. 
The authors claim that lesions of this rheumatoid type, 
as opposed to rheumatic ones, have not previously been 
reported at these sites and they regard them as important 
in indicating the widespread nature of rheumatoid 
arthritis. [These rheumatoid nodules with necrotic 
centres should not be confused with the Aschoff type of 
nodule seen in ordinary rheumatic carditis and not 
infrequently seen also in the heart in cases of rheumatoid 
arthritis. ] C. V. Harrison 


362. Fibrous Osteitis and Renal Disease. (Wt6kniste 
zapalenie kosci a choroby nerek) 
M. Rozynek. Polski Tygodnik Lekarski [Polsk. Tyg. 


lek.] 3, 1205-1208, Oct., 1948. 14 refs. 


This paper discusses the pathology of diffuse fibrous 
osteitis, and particularly the interrelation which exists 
between the kidneys and the parathyroids. Osteitis 
fibrosa may be due to a secondary hyperplasia of the 
parathyroid glands caused by chronic nephritis, and 
when the condition does not improve after parathyroidec- - 
tomy renal insufficiency must be suspected. The author 
describes fully a case of fibrous osteitis in which two 
enlarged parathyroid glands were removed; the remain- 
ing parathyroids were normal. There was no improve- 
ment after the operation, and when the patient died 2 
years later from pneumonia post-mortem examination 
revealed a pronounced hypertrophy of the parathyroid 
glands with dégeneration of both kidneys, in which 
deposits of calcium and formation of stones could be 
seen. The author discusses the calcium metabolism in 
fibrous osteitis in relation to this case. J. T. Leyberg — 
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Neurology 


363. The Inactivation of Thrombin in Cases of Dis- 
seminated Sclerosis. (Thrombin-inactivalasi vizsgalatok 
sclerosis multiplexnél) 

Z. and I. CserK6. Orvosi Hetilap (Orv. 
Hetil.) 89, 529-533, Nov. 21, 1948. 2 figs., 9 refs. 


Putnam’s observations on the correlation of blood 
coagulation and disseminated sclerosis led him to con- 
sider that disseminated sclerosis is connected with the 
formation of microthrombi and consequently to use anti- 
coagulants in the treatment of the condition. The present 
authors investigated the thrombin-inactivating capacity 
of the serum in 40 cases of disseminated sclerosis. With 
Gerendas’s technique and a thrombin preparation of 
known potency, the inactivating capacity was found to 
be decreased by 36°3%; the decrease was greater in 
acute or progressive cases (45-5%), whereas the average 
was 27% in stationary cases. In other cerebral diseases 
of in healthy persons the figures obtained deviated from 
the normal by +10%. After hypodermic injection of 
1 mg. adrenaline thrombin-inactivating capacity increases 
in disseminated sclerosis and returns to the lével before 
injection with considerable fluctuations after 3 hours, 
although in some cases the return to the previous figure 
occurs after one hour. Increased lability of the inacti- 
vating capacity after adrenaline will indicate the onset of 
an exacerbation, sometimes even before clinical signs 
make it manifest. Vilma Samet — 


_ 364. Geographic Distribution of Multiple Sclerosis ' 
G. Utetr. Diseases of the Nervous System [Dis. nerv. 
Syst.] 9, 342-346, Nov., 1948. 1 fig., 16 refs. 


The author has tried to determine whether multiple 
sclerosis is more common in colder territories. He 
therefore sent a questionary to 168 neurologists asking 
the percentage of cases of multiple sclerosis occurring 
among all cases of organic neurological disorder. There 
were 80 replies, 53 of which were sufficiently complete 
to be used in the analysis. He also obtained figures 
from 115 hospitals of the total medical admissions, the 
total number of neurological cases admitted, the number 
of cases of multiple sclerosis, and, for comparison, the 
number of cases of Hodgkin’s disease. There were 63 
replies. The figures in both instances covered the year 
1944. Only one reply was received from most States 
and the figures were thus taken as representative. In 
some instances the figures received from both neurologists 
and hospitals within a single State varied so widely that 
it was doubtful whether any single answer was repre- 
sentative for that State. The author considers that the 
replies confirm that multiple sclerosis is more common 
above the 37th parallel. Thus 35 neurologists north of 
this parallel found that 4-2% of all cases were of multiple 
sclerosis, whereas 10 neurologists south of the line 
found that 2-2% were of multiple sclerosis. 


[The abstracter cannot agree with the author’s con. 
clusions. The whole paper bristles with possible fallacies, 
and even the figures as given vary so much as to make any 
conclusions suspect.] N. S. Alcock 


365. A New Electroencephalogram Associated with 
Thinking 


J. L. KENNEDY, R. M. GOTTSDANKER, J. C. ARMINGTON, 
and F. E. Gray. Science [Science] 108, 527-529, Nov, 
12, 1948. 4 figs., 4 refs. 


While studying eye movements during reading by 
recording projected changes in corneo-retinal potential, 
the author observed in some subjects a rhythm at 8 to 
12 cycles per second (c/s), apparently proceeding from 
the fronto-temporal region. Unipolar records were 
taken with an earth electrode on the cheek. Studies 
with, in addition to the standard electroencephalo- 
gram, an intégrator for frequencies between 8 and 
12 c/s suggested that the frontal component was inde- 
pendent of the true alpha rhythm and was actually 
augmented during mental activity and concentration 
involving difficult discrimination. Control experiments 
eliminated respiration, pulse, eye movements, and 
vocalization as possible sources of this rhythm, for which 
the designation “‘ kappa rhythm” is suggested. Of 31 
subjects tested 18 showed signs of this rhythm. 

W. Grey Walter 


366. 
Atrophy. (Expériences neurochirurgicales dans l’atrophie 
optique héréditaire) 

H. Versiest. Revue Neurologique [Rev. neurol.| 80, 
657-676, Nov., 1948. 6 figs., 23 refs. 


This paper describes in detail 11 cases of hereditary 
optic atrophy seen in the Neurosurgical Clinic at Utrecht. 
Intracranial exploration of the optic chiasma was 
carried out on all the patients, and good results are 
claimed. In 7 cases arachnoid adhesions of the optic 
nerve. were pronounced, while in 2 arachnoiditis was 
slight; in the remaining 2 cases there was no sign of any 
adhesions, but serous meningitis was evident on the 
convexity of the brain. There was no correlation 
between the diminution of the visual field, the degree of 
optic atrophy, and the severity or location of the 
adhesions. In all cases the visual acuity improved after 
operation even in cases with advanced optic atrophy. 
Discussing the physiological rationale for this operation, 
the author accepts that the meningeal changes are 
secondary to the parenchymal degeneration of the optic 
nerve, but he thinks that arachnoiditis, so often 
encountered in this condition, may affect the circulation 
and hasten the atrophy. In other forms of retrobulbar 
neuritis vasodilator drugs and carotid sympathectomy 
have proved beneficial; this operation facilitates circula- 
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tion in the optic nerve and prevents the occurrence of 
acute angiospastic neuropathy. The author recom- 
mends that conservative treatment should be first tried 
for a period of 3 weeks, but if there is no improvement 
operation should be carried out, even in advanced cases. 
J. T. Leyberg 


367. Cerebral Thrombophlebitis and Fibrinogen B 

G. Puiiies. Journal of Neurology, Neurosurgery and 
Psychiatry {J. Neurol. Neurosurg.. Psychiat.] 11, 263-266, 
Nov., 1948. 8 refs. 


The author describes a series of 7 cases in which the 
diagnosis of cerebral thrombophlebitis was made 
clinically without specific evidence of a thrombotic lesion 
in the venous sinuses of the dura or the tributary veins. 
The criteria on which the diagnosis rested were: 

_ (1) evidence of greatly increased intracranial pressure, 
demonstrated by papilloedema and a raised cerebro- 
spinal fluid pressure; (2) the presence of an external 
hydrocephalus with ventricles normal in size and position, 
revealed by ventriculography; (3) the existence of a 
septic focus, usually, but not always, in the region of the 
head; and (4) spontaneous regression of the symptoms. 
In only one case was a septic focus not detected. . The 
distribution of the infective foci was of interest, in that 
in one case there was a purulent vaginal discharge, and 
in another a cholecystitis. A septic varicose ulcer of 
the leg was accepted as the source of infection in a third 
case, while in the other cases the tonsils and teeth were 
responsible. Treatment consisted of repeated lumbar 
punctures with removal of large quantities of cerebro- 
spinal fluid, 20 to 30 ml. being removed at a time in some 

_of the more severe cases. Recovery followed in all 
cases. 

In 6 cases fibrinogen B was found in the blood. The 

author suggests that this test may be of diagnostic value, 
because under suitable conditions (a slow rate of blood 
flow and a low blood pressure) the presence of fibrinogen. 

B predisposes to intravenous thrombosis. Further 

studies are being directed to the prothrombin and co- 

agulation times and the blood levels of fibrinogen B in a 

series of similar cases. [Publication of the results will 
be welcomed. ] Ruby O. Stern 


368. Diabetes Insipidus Following Closed Head Injury 
R. J. Porter and R. A. Miter. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.] 11, 258-262, Nov., 1948. 25 refs. 


The authors stress the rarity of post-traumatic diabetes 
insipidus, but state that it is the most common hypo- 


thalamic disorder following head injury. Other signs | 


of hypothalamic injury sometimes present are reduction 
in perspiration, obesity, and disturbance of sex function. 
Cranial nerves are often involved, the optic and oculo- 
motor being most commonly affected. 

Eighteen cases of post-traumatic diabetes insipidus 
are reviewed in an attempt to add to the rather inadequate 
knowledge of the clinical features and pathology of the 
condition. The relation to the site of injury and its 
severity is discussed and it is noted that most of the 
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patients had severe injuries as judged by the duration of 
post-traumatic amnesia. Diabetes insipidus appeared 
from 9 to 31 days after injury; in 5 cases it was possible 
to estimate the time of onset accurately and there was a 
definite delay of several days in the appearance of poly- 
uria. The maximum recorded daily output of urine in 
the 18 cases varied from 150 to 600 ounces (4:2 to 16°8 
litres). : 
_ The course of the disease varied. Eleven patients 
recovered spontaneously within 9 months of the onset. 
In 3 cases the disease was considered to be permanent. 
Fourteen cases were treated with posterior pituitary 
extract, always with complete relief. No cases resistant 
to pituitrin were encountered. Injuries to the olfactory 
nerves and optic chiasma or optic nerves were common. 
Eleven patients suffered from bilateral anosmia and 5 
had field defects characteristic of chiasmal lesions. One 
had damage to the right optic nerve. Only one patient 
developed undoubted signs of hypothalamic disorder 
other than diabetes insipidus, an adiposo-genital syn- 
drome gradually appearing in the first 15 months after 
injury. Two patients showed emotional abnormality 
of a type suggesting a hypothalamic lesion and in one 
case there was evidence of anterior pituitary dysfunction. 
It is suggested that a traction lesion of the pituitary 
stalk from displacement of the brain at the time of injury 
is the commonest cause of the diabetes insipidus and that 
the duration and severity of the symptoms may depend 
upon the extent of neuronal damage in the supraoptic- 
hypophysial tract. The rarity of other hypothalamic 
syndromes and of permanent refractory diabetes insipidus 
is probably due to the high mortality from more extensive 
injury to this part of the brain. J. MacD. Holmes 


369. The Grasp Reflex and the Instinctive Grasp 
Reaction 


H. SEYFFARTH and D. DENNy-BROWN. 


Brain [Brain] 
71, 109-183, 1948. 10 figs., 47 refs. 


The author’s summary of conclusions is as follows. 
“* A clinical analysis of the involuntary grasping pheno- 
mena which appear as a result of cerebral lesions has led 
to their more precise definition and hence to methods of 
greater sensitivity in their elicitation. The grasp reflex 
has been defined as a stereotyped prehensile reaction of 
the flexors and the adductors of the fingers and the flexor 
muscles of the wrist which can be elicited in fractional 
parts by appropriate localization of the stimulus. The 
adequate stimulus for the full reaction is dual. The first 
essential is a distally moving deep pressure over a 
specific area of the palmar surface of joints in the hand, 
which elicits a rapid brief muscular contraction (the 
“catching” phase), which develops into a strong 
* holding’ phase only if traction is made upon the 
tendons of the flexor or adductor muscles thus thrown 
into preliminary contraction. The response is then 
maintained only by traction. The chief difference 
between the holding phase and the myotatic resistance of 
spasticity is that the grasp reflex can be set up at any 
length of the finger flexors and is always self-sustaining. 

The instinctive grasp reaction is a different type of 
response which is essentially a deliberate progressive 
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closure of the whole hand made in a series of small 
movements, upon a stationary contact within the palm. 
This movement terminates in a final complete grip. 
When well developed, or facilitated by repetition, the 
instinctive reaction will occur in response to stationary 
light tactile stimulation of any part of the hand. The 
closure of the fingers is then preceded by a more elaborate 
series of movements (the closing reaction) each of which 
brings further contacts with the stimulus and brings the 
stimulus closer to the palm. Removal of the stimulus 
will lead to movements of pursuit (magnet reaction) or to 
groping in space. Movement of the stimulus once 
confined within the palm leads to an immediate tighten- 
ing of the grip (trap reaction). In both instances 
fluctuation of pressure of the contact is more important 
than movement along the surface of the skin. Location 
and total area of contact is the next most important 
factor and governs the intensity of the reaction. Stretch 
of tendons is not a factor in the stimulus: Groping in 
response to a visual stimulus is an extension of the tactile 
response and occurs when the instinctive grasp reaction 
is fully developed. Vision has no part in the remainder of 
the instinctive reaction. 

The grasp reflex can be independent of both awareness 
of the patient and of power of willed movement. All 
manifestations of the instinctive grasp reaction except 
elaborate groping can also be found in states of semi- 
coma when psychologically determined responses are no 
longer elicitable. The basic féatures of both types of 
response are considered to be developed in foetal and 
early infantile life and each is independent of the other. 
The grasp reflex should be classed with highly co-ordi- 
nated reflexes comparable with, but not belonging to, the 
righting reflexes. The instinctive grasp reaction presents 
a feature of projection in space which brings it into the 
category of the instinctive sucking reaction, and instinc- 
tive visual fixation reaction. The grasp reflex, and some 
fragmentary evidence of the instinctive grasp reaction, 
as we have defined these, was also found in the foot on 
the same side as the affected hand. The chewing reflex 
and the tonic jaw response bear the same relationship 
to instinctive sucking as does the grasp reflex to instinc- 
tive grasping, and appear unilaterally in common 
association. 

The pathological feature of both reactions is inability 
completely to suppress the first phase. A true grasp 
reflex with high threshold even when the adequate 
stimulus is applied can be obtained in many normal 
persons, and when once elicited can be as powerful as a 
pathological reaction. Both types of response are 
independent of the phenomena of spasticity and rigidity, 
and are separable from the effects of weakness in willed 
movement. They are more closely related to, but 
independent of, the fluctuating postural aberrations 
released by certain frontal lobe lesions. The mechanism 
of their natural suppression, and hence of the re- 
appearance of these infantile responses as a result of 
cerebral lesions, is related to unknown factors in the 
dominance of instinctive motor behaviour by part of the 
mechanism of awareness and motivation.” 

[This is a very full and detailed report of an investiga- 
tion into the mechanism and behaviour of the grasp 


reflex and instinctive grasp reaction. The responses were 
controlled by electromyographic tracings, a number of 
which are reproduced, and many illustrative cases are 
quoted. It is difficult to abstract this paper adequately, } 


N. S. Alcock 


See also Section Physiology, Abstracts 12, 33. 


370. The Treatment of Subacute Combined Degenera- 
tion of the Spinal Cord with Vitamin B,, 

T. D. Sptes, R. E. Stone, S. KArTus, and T. ARAMBURU, 
Southern Medical Journal (Sth. med. J.| 41, 1030-1031, 
Nov., 1948. 4 refs. 


Vitamin B,2 has been shown to be a powerful agent in 
inducing haematological remissions in persons with 
pernicious anaemia, non-tropical sprue, nutritional 
macrocytic anaemia, and tropical sprue, and this study 
was undertaken to find out whether it will relieve the 
neurological manifestations of pernicious anaemia, 
Three patients were selected with very acute manifesta- 
tions of subacute combined degeneration, as only small 
quantities of the vitamin were available. A brief case 
history is given of a 48-year-old man, known to have had 
pernicious anaemia since May, 1944, with relapses, who 
entered hospital 3 weeks after an acute relapse, with 
sore tongue, stiff knees and ankles, and such weakness 
that he could not walk without support. The erythro- 
cyte count was 3,430,000 per c.mm., the haemoglobin 
value 63%, the reticulocyte count 0-6%, and the white 
cell count 3,300 per c.mm. On the third day, he was 
given a parenteral injection of 25 mg. of vitamin Bj», 
and this was repeated four times at 48-hour intervals. 
Within 48 hours, the patient felt much better, and had 
less pain in the legs and soreness of the tongue, which 
had changed in colour from fiery red to dull grey. Two 
days later he could walk unsupported, with less ataxia 
and improved position sense. The Babinski sign, at 
first strongly positive, became negative. His strength 
increased, and he was able to leave bed. The blood 
count showed a 14% reticulocytosis and a general increase 
in red and white cells, platelets, and haemoglobin. _ It is 
too soon as yet to generalize about maintenance therapy 
in such cases. T. E. C. Early 


371. Lesion of the Corpus Luysii with Destruction of the 
Ipsilateral Red Nucleus without Hemiballismus. (Lésion 
du corps de luys avec destruction du noyau rouge du 
méme coté sans hémiballisme) 

J. NicoLesco and T. Nico.tesco. Revue Neurologique 
[Rev. neurol.] 80, 677-682, Nov., 1948. 3 figs. 


This is a description of a case in which a gunshot 
wound of the skull caused an extensive injury to the 
corpus luysii without any sign of hemiballismus. The 
8-mm. bullet entered the skull slightly to the left of the 
occipital protuberance, penetrated the cerebellum, 
pedunculi, and hypothalamus, and left the skull through 
the right frontal lobe. There was evidence of bilateral 
pyramidal injury with impairment of sensibility on the 
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left half of the body, paresis of the 3rd and 7th cranial 
nerves, and left-sided homonymous hemianopsia. On 
sections of the brain the tunnel-like route of the bullet 
could be clearly seen. 

The authors discuss the clinical symptoms in connexion 
with the anatomical findings. They consider that the 
absence of hemiballismus is of special interest because 
sections revealed that the bullet penetrated the right 
corpus luysii, which was completely damaged. The 
occurrence of extrapyramidal automatic involuntary 
movements depends on the integrity of other inter- 
peduncular formations, of which the red nucleus is of 
primary importance. The lesion found in the ipsilateral 
red nucleus which involved also injury to the dento-rubro- 
thalamic fibres may explain why the symptoms attributed 
usually to corpus luysii lesions were not present in this 
case. J. T. Leyberg 


372. Studies on ‘Headache. Analysis of Vascular 
Mechanisms in Headache by Use of the Human Centrifuge, 
with Observations on Pain Perception Under Increased 
Positive G 

E. C. KUNKLE, D. W. Lunpb, and P. J. MAHER. Archives 
of Neurology and Psychiatry (Arch. Neurol. Psychiat., 
Chicago] 60, 253-269, Sept., 1948. 5 figs., 32 refs. 


This is a report of an experimental study on human 
beings of the effect of increased positive “ g ”’ induced by 
rotation in a human centrifuge. The instrument con- 
sists essentially of a cab suspended from a horizontal 
beam 20 ft. (6-1 metres) from a vertical axis, which is 
turned by a 180 horse-power motor. Automatic control 
is maintained by a photoelectric cell seeking mechanism 
which follows a pre-plotted “ g”’ curve drawn in black 
ink on white paper. A horizontal platform at the 
opposite end of the beam is used if the subject is to be 
exposed to positive “‘g”’ in the supine position. An 
observer rides on a central platform surrounding the 
axis. 

The subjects for the investigation were 8 men between 
the ages of 24 and 36, but in the studies on clinical 
headache 3 additional subjects were included, 2 of 
whom were women. The effect of increased positive 
*“ g on pain perception was first studied. The principal 


‘pain stimulus used was exposure to radiant heat from a 


500-watt lamp, expressed in millicalories per second per 
square inch, read directly from the voltmeter of the 
control unit. In addition pain of high intensity was 
induced by immersion of fingers in crushed ice and water 
and-by intramuscular injection of 5% sodium chloride 


solution. Exposure to a positive acceleration of 3 or 


4“ g” in head to seat direction had little or no effect on 
the pain threshold or on the intensity of pain produced 
by the various stimuli. 

Headaches were induced by encircling the head in a 
tight band and in one subject by the injection of 0-1 ml. 
of 5% saline into the temporal muscle. A positive 
acceleration of 3 “* g”’ had little effect on these headaches, 
any minor variations being attributed to distraction. 
Experimentally induced headaches of vascular origin 
(produced by the intravenous injection of 0-1 mg. of 
histamine phosphate or by sudden withdrawal of caffeine 


after administration in increasing amounts for 9 days) 
were eliminated during exposure to a positive accelera- 
tion of 2 to 3 “ g’”’, a relief attributed to a fall in intra- 
vascular pressure at head level. Clinical headaches of 
“vascular origin related to hunger, recent head 
injury, and émotional tension were likewise completely 
eliminated by exposure to a positive acceleration of 
2“*g”. A brief headache was noted in normal subjects 
on being released from increased positive “g’’. In a 
few instances the relief from headache outlasted the 
exposure to centrifugation by 1 or 2 minutes. The 
authors suggest that the centrifuge might be used to 
study other headaches of presumed vascular origin, such 
as: migraine. J. MacD. Holmes 


373. Study of the Influence of the Diethylaminoethyl 
Ester of Phenylcyclopentane-carboxylic Acid (‘ Par- 
panit ’’) on the Increased Metabolism in Parkinsonism. 
(Etude de l’influence de l’ester diéthylaminoéthylique de 
Vacide phényl-cyclopentane-carboxylique (Parpanit) sur 
l’élévation des combustions des Parkinsoniens) 

J. MAHAUX and K. KOWALEWSKI. Schweizerische 
Medizinische Wochenschrift [Schweiz. med. Wschr.| 78, 
1013-1014, Oct. 16, 1948. 1 fig., 6 refs. 


An increase in-basal metabolism is more or less con- 
stant in Parkinsonism. As a rule the administration of 
“* parpanit ” results in a definite fall in metabolism in half 
an hour. This test provides a simple means of assessing 
the effects of the various drugs used in Parkinsonism. 

L. Massion-Verniory (Excerpta Medica) 


374. The Use of “Diparcol’’ [Diethylaminoethyl- 
N-thiodiphenylamine] in Extrapyramidal Syndromes. El 
uso del diparcol en los sindromes extrapiramidales) 

A. GivreE. Prensa Meédica Argentina [Prensa méd. 
argent.) 35, 2148-2159, Nov. 5, 1948. 10 figs., 4 refs. 


The first part of this paper deals with the history of the 
surgical and medical treatment of Parkinsonism; this is 
followed by a discussion of the pathogenesis of the 


. condition and a list of all the drugs used in its sympto- 


matic treatment. 

The second part describes the treatment of the condi- 
tion with “ diparcol”’’. This drug paralyses the vagus 
and parasympathetic ganglia. It was used over a period 
of 6 months in 15 in-patients, 13 with Parkinsonism, 1 
with Wilson’s disease, and 1 with athetosis. The 
patients had previously received different drugs but 
nearly all were in an advanced stage of disease. At first 
0-25 g. was given daily in divided doses; this was 
increased gradually to 1:5 g. The patients appeared to 
tolerate the drug better than controls. It was given 
intravenously and by mouth. After intravenous ad- 
ministration there was a marked reduction in rigidity, 
akinesia, and tremor; the voice improved considerably 
and the spasm of an oculogyric crisis disappeared. 
When the drug was given by the mouth larger doses were 
required, but the action was prolonged. Several patients 
had for years been unable to feed themselves, but after 
a few weeks’ treatment they were able to do so. Writing, 
facial “‘ play”, and walking were much improved. 
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Many of the patients had been confined to bed, but at 
the end of 6 months all were able to walk. The author 
considers that the drug acts mainly on tone and affects 
tremor to a less degree. A case of palilalia improved 
considerably; there was no effect on salivation and the 
drug did not appear to change the electrocardiogram. 
Among the toxic effects noted were a burning in the throat 
and stomach, nausea, and vomiting. In spite of these 
reactions, the author considers that the drug is superior 
to its predecessors. In general, of the 15 patients 7 
improved so much that they were able to return to work, 
and 4 were improved to a “ good degree”; in 3 the 
improvement was noticeable but slow, and in 2 there was 
no change. Paul B. Woolley 


375. Treatment of Migraine and Migrainous Headache 
with Neostigmine. (De behandeling van migraine en 
migraineuze hoofdpijnen met prostigmine) 

J.C. DE Wit. Nederlandsch Tijdschrift voor Geneeskunde 
oye Tijdschr. Geneesk.] 92, 3284-3291, Oct. 16, 1948. 
11 refs. 


Before treatment the patients had a thorough overhaul, 
comprising neurological, blood, ear, nose, and throat, 
dental, and even orthopaedic examinations, and a com- 
plete history was taken with special regard to endocrine 
disturbances. In severe cases 6 daily subcutaneous 
injections of 0-5 mg. of neostigmine were given, followed 
by 6 bi-daily and then 6 bi-weekly injections, the latter 
combined with 7-5 mg. by mouth; after that only oral 
treatment of 15 mg. daily was given, and the dose was 
gradually decreased. In mild cases neostigmine was 
given only orally. Of 9 patients with typical migraine 5 
recovered completely and 4 improved; of 5 patients with 
migrainous attacks, 4 recovered and 1 improved consi- 
derably; in 2 cases of periorbital headache the patients 
recovered completely. A. Lilker 


376. Epileptic Response to Per ipheral Injury 

G. PARSONS-SMITH. Journal of Neurology, Neurosurgery 
and Psychiatry [J. Neurol. Neurosurg. Psychiat.] 11, 267- 
270, Nov., 1948. 15 refs. 


The author describes in detail a case of symptomatic 
epilepsy in which the fits were precipitated by the passage 
of a specific sensory stimulus through an injured peri- 
pheral nerve. The patient was found to have cerebral 
cysticercosis due to an infestation contracted in India 
in 1934. In 1947 he injured the terminal cutaneous 
branch of his left radial nerve; 24 hours after this 
localized epileptic fits began in the left arm when light 
stimuli were applied. Later the same stimulus produced 
a major fit with loss of consciousness. The diagnosis 
of cysticercosis was made and later in the year the 
electroencephalogram (E.E.G.) showed an « rhythm of 
low voltage, very unstable, and of a frequency of 10 to 
12 cycles per second. Continuous low-voltage fast 
activity at 18 to 22 cycles per second was present in all 
leads, but was best seen in both parietal regions. There 
was no evidence of any focal abnormality. Various 
stimuli were applied to the injured left hand and as a 


control to the right hand, but no change in the E.E.G. 
suggestive of an epileptic discharge was produced, 
While receiving phenobarbitone the patient remained 
free from fits for 8 months, but more fits occurred after 
handling paper and cards with the left hand. [p 
February, 1948, he noticed more tapeworm segments in 
his stools and was treated with filix mas, carbon tetra. 
chloride, and oil of chenopodium, but the head of the 
Taenia solium was not found. A further neurological 
examination and E.E.G. recording in March, 1948, 
revealed no abnormality. 

The author mentions some of the recorded cases of 
reflex epilepsy in association with peripheral injury and 
suggests that there may in these cases be some abnormality 
in the reflex arc on the afferent side between the peri- 
phery and the cortex. In the case described the stimulus 
giving rise to a fit was remarkably constant, being a light 
tickling touch applied to the area supplied by the injured 
nerve. It is also remarkable that the fits should have 
started so constantly in the exact part of the body which 
had been injured. J. MacD. Holmes 


377. Influence of Induced Hypoglycaemia on _ the 
Electroencephalogram of Idiopathic Epilepsy. (Influence 
de Vhypoglycémie provoquée sur les traces électro- 
encéphalographiques des épileptiques essentiels) 

A. BatsseT, L. BUGNARD, F. A. Grezes-Ruerr, C. 
Grezes-RuerrF, and J. PLANQUES. Presse Médicale (Pr. 
méd.| 56, 778-779, Nov. 6, 1948. 7 refs. 


Electroencephalographic (E.E.G.) records were taken 
with unipolar leads from 40 normal and 50 epileptic 
subjects before and after intravenous injection of insulin 
(one unit per 4 kg.). In only 3 of the normal subjects 
was there more than a slight augmentation of the normal 
components; these 3 had features in their personal or 
family histories suggestive of some epileptoid disturbance. 
The degree of hypoglycaemia varied from 28 to 50 mg. 
per 100 ml. The records in 4 epileptics showed gross 
abnormalities in the resting phase, in 16 diagnostic 
abnormalities, while in 30 the records were practically 
normal. After insulin injection the first group could not 
be assessed owing to the resting abnormalities; in 13 of 
the second group there was significant augmentation of 
the resting abnormalities, while in 24 of the third group 
there was an appreciable effect. In the last group, after 
insulin the E.E.G. in 4 cases showed wave-and-spike 
formation, in one a long run of sharp waves, in 15 
distorted wave-and-spike formation and bursts of slow 
waves, and in 4 minor abnormalities. All these changes 
were correlated with the time and extent of the  hypo- 
glycaemia. The effect tended to be more marked in 
older patients. Clinical seizures were observed in 4 
cases, but always after the blood-sugar level had started 
to rise again. It is suggested that true seizures occur 
during hypoglycaemia only in those patients with an 
epileptic background. As an aid to electroencephalo- 
graphic diagnosis it is claimed that the method is safe, 
tolerable to the patient, and gives results which can be 
interpreted with no greater difficulty than the resting 
records. W. Grey Walter 
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378. Periodic Relapsing Catatonia: Simplified Diag- 
nosis and Treatment 

L. DaNzicerR, J. A. KiNDWALL, and H. R. Lewis. 
Diseases of the Nervous System [Dis. nerv. pecs 9, 
330-335, Nov., 1948. 1 fig., 4 refs. 


In a series of papers up to 1939 Gjessing described 
several cases of periodic relapsing catatonia, and showed 
that the course of the disease corresponded to variations 
in the curve of nitrogen retention. In other words, this 
abnormal variation determined the disease. To estimate 
nitrogen balance he evolved a very elaborate, expensive, 
and complex laboratory technique, and claimed to control 
- the nitrogen balance and so the manifestations ef the 
disease by the administration of thyroid extract and 
thyroxine in doses sufficient to raise the basal metabolic 
rate by 60°%% and to produce a thyroid delirium. In the 
present paper a case is described in detail, and the authors 
state that although electric convulsion therapy and 
insulin therapy often gave temporary relief there was no 
lasting effect. Thyroid and thyroxine therapy was, 
however, much more successful. It could be used 
without recourse to Gjessing’s elaborate method of 
nitrogen estimation. Thyroid administration need not 
be started on the exact day of the nitrogen balance cycle 
postulated by Gjessing. Women can be so treated 
(Gjessing had excluded women because of the difficulty 
of exact nitrogen estimation in view of the menstrual 
cycle). There is no need to press medication to the stage 
of delirium ; only enough should be given to maintain 
the metabolic rate at a required level to be determined for 
each individual patient. Treatment should be guided by 
this optimum level and not by any other theoretical 
consideration. Final and complete stabilization may 


psychosis, 5 of depression, and 75 of psychoneurosis, and 
2 were classed as borderline cases. The other 321 cases 
did not fall into any of these groups; the term “ benign 
nervousness’ was chosen for them. The disorders 
under this head are considered to be distinct from 
neurosis and to be the result in the main of external 
factors; the patient is more likely to have a single com- 
plaint, can state the time of onset of his symptoms, and 
has a previous history of “ average”’’ health. He is 
satisfied by reassurance and needs no special psycho- 
therapy. The group of 321 cases was made up of 175 
patients with chronic nervous exhaustion and fatigue, 
73 with simple anxiety, 39 with nervous instability, 12 
with psychogenic gastro-intestinal disorders, 10 with. 
neurocirculatory asthenia, 11 with tension headache, and 
1 with neurodermatitis. There was much overlapping 
between these various clinical types; for example, 
tension headache and other disorders occurred also in 
many of the cases listed as nervous exhaustion and simple 
anxiety. , The diagnosis and treatment of the nervous 
disorders mentioned is briefly discussed. 

[This survey brings into sharp relief the present un- 
satisfactory state of nomenclature of the clinical entities 
in medicine. The classification here adopted rests on a 
false distinction between physical and psychiatric. An 
analysis of the 594 “* physical ”’ disorders is not given; 
it is implied that in all of these the personality, attitudes, 
and reactions of the patient were totally irrelevant to his 
illness, which seems unlikely. The 73 cases specially 
noted as psychosomatic in the first paragraph disappear . 
in the subsequent analysis of clinical types. It is doubtful 
whether such conditions as neurocirculatory asthenia 
and neurodermatitis should be included under the head 
of “‘ benign nervousness”. The authors make no 


tic take as long as six months. R. G. Gordon reference to the extensive literature of psychosomatic 
lly research. Desmond O' Neill 
ot 379. Nervous Factors in General Practice 
of F.N. ALLAN and M. KAUFMAN. Journal of the American Eff -Dibenzy!-8-Chloroethylamine 
of Association [J. Amer. med. Ass.] 138, 1135- on Autonomic 
ip 138, Dec. 18, 1948. 4 figs., 6 refs. and Catatonia in Schizophrenic Subjects 

N. S. Kune, and F. A. METTLER. 

The aetiological factors were analysed in 1,000 un- H. E. Mepinets, N. | Baw : 
~ selected ambulatory patients at the Lahey Clinic. Itwas Proceedings of the Society for Experimental Biology and | 
found that in 594 of these the complaints could be rege 2 Soc. exp. Biol., N.¥.} 69, 238-246, Nov., 


explained entirely by physical disorders; in 272 the 
complaints were purely neuropsychiatric; in 134 a 
combination of physical disorder and neuropsychiatric 
disorder was present. Of this last group, 39 cases 
presented independent and unrelated physical and 
_ problems (for example, renal calculus and neuras- 

nia); 
aggravated or provoked by a primary nervous state; 
in 22 the nervous state was considered to be secondary to 
the physical disorder (for example, an anxiety state in a 
patient with mitral stenosis). 

Of the 406 neuropsychiatric cases, 3 were cases of 


in 73 the physical disorder (such as asthma) was > 


Disorders of autonomic function are frequently seen in 
catatonic schizophrenia. In this paper the authors 
describe the effects of ‘‘ dibenamine ’”’ on the autonomic 


- system in catatonics and compare these with the action of - 


“* sodium amytal ” in the same subjects. Dibenamine is 
a synthetic amine which has a specific and powerful 
action in blocking sympathetic excitatory activity. In 9 
advanced cases of catatonic schizophrenia 5 mg. diben- 
amine per kilo body weight was given with 400 ml. saline 
in the form of an intravenous drip. Similarly 0-5 g. of 
sodium amytal mixed with saline was given intravenously 
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to the same subjects after an interval of 2 weeks; evalua- 
tion of the autonomic functions was based on repeated 
examination of blood pressure, pulse rate, skin tempera- 
ture, sweat secretion, and electrical skin resistance. 
Detailed neurological and psychiatric records were also 
kept. The findings can be summarized as follows. 
Neither saline nor sodium amytal infusion resulted in any 
significant change in blood pressure. Dibenamine 
infusions were followed by a slight rise in systolic pressure 
and a significant decrease in diastolic pressure (blockade 
of sympathetic vasoconstrictor tone). This was accom- 
panied by a pronounced tachycardia (a mean increase of 
37+6°8 over the pre-injection levels). Such changes in 


~ blood pressure and pulse rate were not reported when 
. dibenamine was given to non-psychotic subjects. After 


dibenamine infusions there was an increase in hand 
temperature accompanied by inhibition of excessive 
sweating and the low electrical skin resistance so fre- 
quently seen in catatonics. Apart from these autonomic 
changes the authors noticed some improvement in the 
mental condition of their subjects. Infusions of sodium 
amytal facilitated the verbal activity and mute patients 
often began to speak, expressing hebephrenic or paranoid 
ideas without showing much interest in reality. Diben- 
amine in contrast increased the interest in surroundings, 
increased spontaneity, and improved responsiveness to 
environmental stimuli. As with sodium amytal hebe- 
phrenic and paranoid thought-content was often revealed 
in those patients in whom “ the catatonia was dissolved ”’. 
This confirms the view that “ catatonia is an abnormal 
physiological state ’’ different from other forms of schizo- 
phrenia which are “ psychopathic states The authors 
believe that there is considerable experimental and 
clinical evidence suggesting that “* the manifestations of 
catatonia are mediated by the hypothalamus and/or the 
basal ganglia *’, and their findings are in accordance with 
this view. J. T. Leyberg 


381. Acute Neurotic Breakdown in Children with 
Refusal to go to School 

W. Warren. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 23, 266-272, Dec., 1948. 3 refs. 


Acute neurosis leading to refusal to go to school is to 
be distinguished from truancy. The neurotic is un- 
adventurous and has none of the more robust qualities 
of the truant, and is often anxious and depressed or 
aggressive and disobedient. A breakdown may suddenly 
occur and involve the whole family circle. Treatment is 
difficult and prolonged. With a willing child and co- 
operative parents admission to hospital may help, but 
these children do not like to leave their parents. The 
author describes 8 cases. Beryl Twyman 


382. The Use of Testosterone in the Treatment of 
Depressions 
M. D. ALTSCHULE and K. J. TiLLotson. New England 


_ Journal of Medicine [New Engl. J. Med.| 239, 1036-1038, 


Dec. 30, 1948. 9 refs. 


Of 31 patients investigated all were suffering from 
depression of various clinical types, with the exception 


of one diagnosed as schizophrenia; 3 patients were 
women. Ages ranged from 31 to74years. Testosterone 
was given intramuscularly in doses of 50 mg. daily 
for 2 to 3 weeks (in 1 case more was given). After 
discharge some patients were given 30 mg. methyl. 
testosterone orally per day. In 7 electric convulsion 
therapy (E.C.T.) was given concurrently. Of 7 given 
testosterone and E.C.T. all improved; of 17 given testo. 
sterone only 11 (10 men, | woman) improved but 4 did 
not and in 2 treatment was discontinued. Of 4 men not 
improved, 3 did so after E.C.T. Of 7 given testosterone 
during relapse after improvement with E.C.T. and within 
a month of the latter, 3 improved and 1 did so 5 months 
after E.C.T. One man given testosterone 12 months 
after E.C.T. and 2 women did not improve. Two 
patients, who recovered after testosterone administration, 
relapsed when this was discontinued. Two patients with 
a history of congestive failure could not be fully treated 
with testosterone because of the appearance of oedema, 
tachycardia, and dyspnoea. Two other patients without 
heart disease showed similar but milder symptoms, 
Two developed gynaecomastia during treatment. The 
women developed facial hirsuties. The authors make 
clear that the hormone was used for its anabolic effects 
and not as replacement therapy. Its effects were 
almost entirely confined to the sphere of affect; paranoid 
and neurotic manifestations were unchanged. Evalua- 
tion of the therapeutic efficacy of the hormone was 
difficult in view of the high spontaneous remission rate 
of affective disorders and the concomitant use of E.C.T. 
and psychotherapy. It could be said, however, that 
individual patients showed no improvement until they 
were given testosterone. Two cases were clear failures. 
The results of testosterone and E.C.T. would seem to be 
interchangeable. This suggests that the increased 
production of some steroid hormones during E.C.T. is 
related to its therapeutic efficacy. Since an anabolic 
reaction seems likely the effects of E.C.T. may be 
reparative and not destructive. E. W. Anderson 


383. Changes in Arterial Blood Pressure in the Rabbit 
During Electric Shock. (A propos des modifications de 
la tension artérielle au cours de l’électrochoc chez le 
lapin) 

Y. Petre. Acta Neurologica et Psychiatrica Belgica 
[Acta neurol. psychiat. belg.] 48, 531-541, Nov., 1948. 
8 figs., 15 refs. , 


The author studied the cardiovascular effects of the 
transient state of shock, accompanied by convulsions, 
produced by passing an electric current (0-08 ampere 
at 80 volts) through the head for 0-2 second, the arterial 
blood pressure being recorded by a mercury manometer 


_ attached to the carotid artery. After passage of the 


current in conscious animals the blood pressure fell 
precipitately to a value approximating to zero before the 
onset of the initial tonic phase of the convulsions. The 
blood pressure then rose rapidly to a high value, accom- 
panied by muscular convulsions, and slowly declined to 
normal in about 30 seconds. Complete curarization of the 
rabbit did not abolish the hypertensive phase of the 
response. [The effect on the initial fall in blood pressure 
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js not described and no tracing is shown.] No significant 
changes in the response were produced by chloralose or 
pilateral adrenalectomy. After bilateral vagal section 
the initial fall in blood pressure and slowing of the heart 
still occurred but to a lesser extent than before; this 
residual response was abolished by atropine. In rabbits 
anaesthetized with phenobarbitone convulsions were 
suppressed; a brief, moderate fall in blood pressure 
(abolished by vagotomy) was succeeded by a second 
slower fall, which persisted after vagotomy but was 
abolished by atropine. Nembutal” abolished the 
convulsions and almost suppressed both phases of 
the cardiovascular response. After dihydroergotamine 
the convulsions were as violent as in normal animals, but 
no rise in blood pressure was observed. The initial 
transient hypotension was replaced by a more pronounced 
fall in blood pressure, which persisted during the con- 
vulsions. Cardiac arrest followed by a bradycardia of 
longer duration occurred. The results indicate that the 
cardiovascular effects of shock produced in the way 
described are probably due to excitation of autonomic 
centres in the brain stem. R. A. Gregory 


384. Observations on Anoxia Therapy. 1. The Psychical 
Action of Nitrogen Inhalation and its Therapeutic Applica- 
tion. (Beitrage zur Anoxiebehandlung. 1. Uber die 
psychische Wirkungsweise der Stickstoffatmung und 
iiber ihre therapeutische Anwendung) 

W. BacH. Neryenarzt [Nervenarzt] 19, 449-464, Oct., 
1948. 4 refs. 


The effects of 260 sessions of treatment by inhalation 
of pure nitrogen were studied in 42 patients. Inhalation 
was continued until the moment of pupillary dilatation 
(50 to 60 seconds after starting). The psychical 
effects of anoxia, having their origin in functional body 
changes, are not overlaid by organic symptoms as in 
electroplexy, and the method is therefore suitable for the 
study of psychopathological problems. The immediate 
effects of treatment are an increase of activity and a 
raising of the affective state, as already described by 
Biissow (Nervenarzt, 1947, 18, 229). This is at first 
transient but, as described in a group of cases of simple 
retarded depression, the effect lasts longer and becomes 
more intense as the number of sessions increases. All 
cases of simple endogenous depression and depressive 
retarded states respond to the treatment, which by 
producing an immediate transient improvement helps the 
patient over the severe periods of his illness; -from his 
material the author could not determine whether there 
was basically only a decrease in the symptoms or a real 
shortening of the phases of the illness. Patients with 
prominent psychosomatic symptoms and retarded states 
of long standing may also be treated; in restless, agitated 
depression the affective state is influenced without much 
change in the restlessness. Anoxia therapy does not 
Promise success in cases of psychomotor excitement. 
It may bring about “ re-socialization” in cases of 
schizophrenic stupor, but does not influence the course of 
the disease. In depressed, retarded states with com- 
bined symptomatology (such as paranoid states) it 
removes the affective background of the symptoms. 


The effect on psychopaths is like that on normal subjects. 
In general the author compares anoxia therapy favourably 
with electric convulsion therapy: it is indicated in all 
cases where the latter cannot be given because of physical 
risks associated with the fit, and it is to be preferred in 
cases of retarded endogenous depression, where it appears 
to be of equal value. Absolute contraindications are 
severe cardiovascular diseases and endocrine disorders 
(thyrotoxicosis). W. Forster 


385. The Syndrome of Intracranial Hypotension in 
Insulin Coma. Effectiveness of Intraventricular Air 
Injection. (Le syndrome d’hypotension intracranienne 
dans le coma insulinique. Efficacité de la pneumo- 
thérapie cérébrale) 

J. Detay, P. Puecu, G. VeERDEAUX, and S. BRION. 
Encéphale (Encéphale) 37, 261-268, 1948. 25 refs. 


French neurosurgeons have repeatedly drawn attention 
to the clinical importance of intracranial hypotension. 
The following case shows that such hypotension can 
occur in insulin coma. 

The patient, a 32-year-old woman, had been admitted 
to hospital as a case of schizophrenia to be treated by 
insulin shock. She was given 5 units of ordinary insulin 
for 5 days; on the sixth day 50 units of insulin were given 
but no coma developed; on the following day 60 units 
were injected, producing slight stupor; on the following 
day injection of 70 units of insulin caused coma, from 
which the patient recovered without incident. On the 
next day, injection of 80 units had the same effect; a 
day later, 85 units produced at first tonic contractures 
followed by coma, from which the patient awoke when 
300 ml. of glucose was injected together with 50 ml. of 
hypertonic serum. After this injection a few slight 
convulsions were observed. Two days later 85 units 
were again injected; when glucose was given, the patient 
did not regain consciousness. Instead tonic extension 
was observed, followed after a few minutes by a general- 
ized convulsion of 5 minutes’ duration. Examination 
revealed deep coma, absence of corneal reflexes, deviation 
of the eyes towards the right side, and bilateral extensor 
plantar reflexes. Temperature was 35-3° and later 
36-9° C., pulse rate 100. Shortly afterwards the tempera- 
ture rose to 39-1°C., the pulse rate to 130. Further 
attacks occurred. 

Cerebral oedema and, later, ventricular collapse were 
diagnosed. Two burr-holes were made in the frontal 
region, the dura appearing to be slack. Both ventricles 
were punctured, but no fluid was encountered. On the 
right side a little blood was found. The brain itself had 
shrunk, its surface being approximately 14 cm. beneath 
the level of the dura. Air was injected into the ventricle 
until the brain expanded. In spite of the hypotension, 


the brain itself appeared to be slightly oedematous. The 
skin incisions were then sutured. The patient recovered, 
but had finally to be sent to an asylum. 

The authors discuss the literature relevant to this case 
and stress the fact that “ late’ convulsions can easily 
lead to status epilepticus and should be considered as_ 
severe complications. 


F. K. Kessel 
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VIRUS INFECTIONS 


386. Use of Penicillin and Streptomycin in the Isolation 
of Poliomyelitis Virus from Faecal Specimens 

B. F. Howitt and V. H. BARNETT. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 33, 1402-1409, 
Nov., 1948. 10 refs. 


In addition to the use of high-speed centrifugation, 
there are two generally available methods of preparing 
extracts of stools for inoculation into monkeys. In the 
first method, ether is added to destroy bacteria, so that 
eventually the material can be injected cerebrally. In 
the second method the stool is administered intranasally 
in a watery suspension in the raw state. The authors 
now advocate the addition of penicillin and streptomycin 
to destroy bacteria, in place of ether. A 20% suspension 
of stool is made in distilled water; the suspension is then 
centrifuged at 2,000 revolutions per minute (r.p.m.) for 
10 minutes. The supernatant is then centrifuged at 
13,000 r.p.m. for 30 minutes, to deposit bacteria. Thirty 
minutes before inoculation, 10 ml. of suspension is 
treated with 1,000 units of buffered crystalline sodium 
penicillin G and 20 mg. of streptomycin and kept at room 
temperature. . A. J. Rhodes 


387. Peripheral Incculation of Lansing Poliomyelitis 
Virus in Rodents. Susceptibility and Development of 
Immunity 

M. R. Pinto. American Journal of Hygiene [Amer. J. 
Hyg.) 48, 361-380, Nov., 1948. 1 fig., 49 refs. 


The importance of the age factor in determining the 
susceptibility of different laboratory animals to several 
viruses is well known; generally speaking, only young 
animals are susceptible to peripheral inoculation. This 
question is now studied with the Lansing virus in cotton- 
rats and mice. The question of maternal transmission of 
antibodies has also been investigated. 

(1) Six-weeks-old mice did not develop paralysis when 
injected subcutaneously or peritoneally, even when mucin 
or testicular extract was added to the inoculum. Mice 
1 to 14 days old were likewise insusceptible. If large 
quantities’ of live virus were given intraperitoneally 
some degree of resistance to cerebral injection developed, 
and there was some serum-antibody response. (2) 
Cotton-rats 10 weeks old were given large quantities of 
virus, but only 2 out of 60 succumbed following intra- 
peritoneal injection; no animals developed illness after 
subcutaneous or intramuscular inoculation. However, it 
appears that viraemia developed and persisted for at 
least 24 hours. (3) Baby cotton-rats 6 to 10 days old 
were susceptible to peripheral routes of inoculation, but 
lost this susceptibility at 13 days. (4) Cotton-rats 


injected peripherally with the Lansing virus developed a 
high degree of resistance to cerebral “* challenge ’’ and a 
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high level of neutralizing antibody. (5) Some pregnant 
cotton-rats were vaccinated with virus, and later the 
progeny were inoculated; these litters were found to be 
resistant as compared with those born of unvaccinated 
mothers and used as controls. This resistance was 
correlated with the presence of antibody in the sera of the 
progeny. A. J. Rhodes 


388. Factors affecting Protein Balance in the Presence 
of Chronic Viral Liver Damage 

L. W. KINSELL. Gastroenterology [Gastroenterology| 
11, 672-679, Nov., 1948. 7 figs., 12 refs. 


The author begins by asking the question why a small 
proportion of patients with acute infective hepatitis fail 
to make the usual adequate recovery, but progress in 
6 months or more to a stage of chronic hepatitis. He 
investigated two possibilities—continuation of the virus 
infection, and the presence of some basic metabolic 
defect. The observations were conducted with care on 
2 patients only. He claims to have found (1) evidence 
suggesting continued virus activity, based on clinical, 
chemical, and biopsy examination; and (2) absolutely 
conclusive evidence of derangement of protein meta- 
bolism, especially excess catabolism of the sulphur- 
containing amino-acids. J. W. McNee 


389. Clinical Aspects of the Sequelae of Acute Hepatitis 


R. B. Capps. Gastroenterology [Gastroenterology] ll, 
680-690, Nov., 1948. 14 refs. 


This is a short paper in which the author states that the 
laboratory and biopsy tests now so commonly employed 
in assessing cases of chronic hepatitis following the acute 
virus disease are over-emphasized, and that the clinical 
signs and symptoms are still the better guide. He gives, 
in percentages, the presenting clinical symptoms in 91 
consecutive patients with ‘“ chronic active hepatitis ”, 
of 4 months’ to 4 years’ duration: lassitude and fatigue, 
99; anorexia, 73; flatulence, 71; liver ache, 52; head- 
ache, 49; cramps, 49; diarrhoea, 15; weight loss over 
10 Ib. (4-535 kg.), 14. 

A long discussion, in which diverse views were 
cael followed the presentation of this paper. 

J. W. McNee 


390. Investigations on Biopsy Material in Acute 
Infective Hepatitis. (Recherches biopsiques sur I’hépa- 
tite infectieuse aigué) 

A. Frescui and P. C. Curt. [Gastro- 
enterologia, Basel| 74, 1-42, 1948. 11 figs., bibliography. 


Observations are described from the Medical Depart- 
ment of the University of Pavia on material obtained by 
liver biopsy from 24 cases of acute infective hepatitis. 
Control material was obtained from persons with 
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presumably normal livers. The histological changes do 
not differ from those described in other investigations on 
biopsy material from infective hepatitis. The gross 
changes, however, were here correlated with biochemical 
changes. Glycogen content was reduced only in 2 cases 
and in these there was very extensive parenchymatous 
damage. Fat content was, however, greatly reduced, 
and in only 2 cases were there seen a few cells filled with 
lipids. As determined by fluorescence methods, vitamin 
A was reduced in amount. The iron content varied, but 
as a rule it was less than normal. The autolysis of liver 
protein in infective hepatitis is more rapid than in normal 
liver. Whereas normal liver tissues autolysed between 
36:5 and 40-4% of protein at pH 3-6 in a given time, 
livers from patients with infective hepatitis autolysed 
between 51-3 and 55%, even in cases where the infection 
was not particularly severe. Estimations were made of 


codehydrogenases I and II, the cozymase of von Euler, 


and Warburg’s co-ferment in livers from 6 cases of 
infective hepatitis. The total amount of codehydro- 
genase per gram in normal liver tissue is about 600 jug., 
but in liver from infective hepatitis it varies from 180 to 
480 yg. per g. of fresh tissue. Although nicotinic acid 
is normal or only slightly reduced in amount, it is 
possible that the liver cells are unable to utilize nico- 
tinic acid. Villa (Rif. med., 1941, 2, 335) has already 
claimed that nicotinic acid benefits patients with infective 
hepatitis. The in vitro oxygen consumption, ‘as deter- 
mined in a Warburg manometer, is greatly increased, 
the oxygen quotient being from 9-28 to 11-14, almost 
double the normal figures. 

Rissel and Schaller (Klin. Wschr. 1942, 1, 892) similarly 
described an increased oxygen consumption by the liver 
cells in infective hepatitis, An increase in oxygen 
consumption by the liver cells has been noted in black 
tongue in dogs and in allergic hepatitis. ‘When biopsies 
have been carried out during convalescence as well as 
during the acute phase of infective hepatitis, a nearly 
complete recovery has been observed in both the histo- 
logical and biochemical findings. G. M. Findlay 


391. Anicteric Hepatitis: A Report of Nine Sporadic 


H. J. ZIMMERMAN and L. J. Tuomas. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 216, 545-550, 
Nov., 1948. 33 refs. 


Anicteric hepatitis in the presence of epidemic infective 
hepatitis has been recorded previously, but to date there 
has been no record of its occurrence sporadically. 
The 9 cases studied all showed initially an essentially 
similar clinical picture of fever, malaise, and slight upper 
abdominal discomfort, that is, a picture similar to that of 
the pre-icteric stage of infective hepatitis. After the first 
few days the fever disappeared but there was further abdom- 
inal discomfort, flatulence, and slight hepatic enlarge- 
ment, with notable discomfort on palpation... It is noted 
that fever itself may cause definite impairment of liver 
function but that continuance of the abdominal symptoms 
and signs of impaired liver function, after the dis- 
appearance of the fever, is suggestive of a specific disease 
of the liver. In all cases there was urobilinogenuria, and 


liver function tests (bromsulphalein, cephalin flocculation, 
and thymol turbidity) revealed some impairment of func- 
tion. In 4 of the cases the condition cleared up in 
10 weeks, in 1 case in 20 weeks; 1 case was not followed 
up and 3 patients continued to have symptoms with 


_ impairment of liver function for over 5 months. 


In view of recent discussion on the relation between 
infective hepatitis and subsequent cirrhosis, the import- 
ance of recognizing these anicteric attacks is emphasized, - 
for it is now realized that inadequate rest and treatment 
will prolong the illness with, probably, consequent 
greater 1isk of cirrhotic complications. J. B. Wilson 


392. Infectious Mononucleosis and Infectious Hepatitis: 
Studies Bearing on Certain Resemblances and Differences 
J. E. Berk, H. J. A. Ritter, and H. 
Gastroenterology [Gastroenterology] 11, 658-671, Nov., 
1948. 4 figs., 45 refs. 


Clinical similarities, including jaundice, between acute 
infective hepatitis and infective mononucleosis have often 
been noted. The authors therefore made serial observa- 
tions on carefully selected cases of the two diseases— 
35 of infective hepatitis and 12 of glandular fever. . They 
found that the titre of heterophil antibody (Paul—Bunnell 
test) was very rarely raised in infective hepatitis, but that 
in both diseases the serum-flocculation tests (cephalin 
cholesterol, colloidal gold, and thymol turbidity) were 
generally positive early and remained so for a long time. 

J. W. McNee 


RICKETTSIAL INFECTIONS 


393. The Treatment of Rocky Mountain Spotted Fever 
with Chloromycetin 

M. C. Pincorrs, E. G. Guy, L. M. Lister, T. E. Woop- 
WARD, and J. E. SMADEL. Annals of Internal Medicine 
[Ann. intern. Med.] 29, 656-663, Oct., 1948. 2 figs., 
7 refs. 


The authors report on the treatment of 17 cases of 
Rocky Mountain spotted fever (rickettsial) with chloro- 
mycetin. This substance is a crystalloid prepared from 
liquid cultures of Streptomyces and is readily absorbed 
from the gastro-intestinal tract; it has the merit of low 
toxicity. The cases chosen were all carefully investi- 
gated in order to make certain of the diagnosis. The 
dosage of chloromycetin was empirical, being based on 
the scheme of treatment which has been reported to be 
effective in scrub typhus. In the first 4 cases therapy was 
continued for 4 days after the temperature returned to 
normal; in the remainder it was discontinued 24 hours 
after the normal level was attained. A high initial dose 
was given, varying from 50 to 128 mg. per kg. of body 
weight, and spread over 2 or 3 hours; thereafter the drug 
was given 3-hourly day and night, to a total of 0-25 g. 
per dose for children under 16 and 0-5 g. for patients over 
that age. 

The authors state that clinical improvement was 
uniformly observed after the first 24 hours; and from a 
comparison with a control series in which the average 
duration of fever was 16 days they consider that there 
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can be no doubt about the therapeutic value of the drug, 
since in all cases the temperature fell to normal within 
76 hours after the first dose. Investigation of the blood 
suggested that the rickettsiaemia rapidly disappears on 
chloromycetin therapy. The only sign of toxicity was 
vomiting of the first or second dose; no diarrhoea, 
jaundice, or significant albuminuria occurred. 
Jos. B. Ellison’ 


394. Rocky Mountain Spotted Fever Treated with 
Aureomycin 

C. Cooxe. Journal of the American Medical Association 
[/. Amer. med. Ass.] 138, 885, Nov. 20, 1948. 1 fig. 


Aureomycin, an antibiotic derived from Streptomyces 
aureofaciens, has been shown to be effective in vitro and 
in vivo against certain rickettsiae. A case of Rocky 
Mountain spotted fever occurred in Long Island, N.Y., 
and was treated on the fourth day of the disease, when the 
temperature was ranging between 101° and 103° F., 
(38-3° and 39-4° C.), by the oral administration of 1 g. 
6-hourly for 48 hours, followed by 0-5 g. 6-hourly until a 
total of 10 g. had been given. The temperature fell to 
normal within 48 hours and ali symptoms were relieved. 
The patient continued to improve: the rash disappeared 
and he was discharged on the tenth day. The usual 
febrile course lasts from 2 to 3 weeks. The clinical 
diagnosis was confirmed on the tenth day by the finding 
of complement-fixing antibody for Rocky Mountain 
spotted fever to a titre of 1 in 88, and at the same time 
the rickettsialpox complement-fixation test was also 
positive. J. E. M. Whitehead 


395. Further Concepts in the Treatment of Rocky 
Mountain Spotted Fever with para-Aminobenzoic Acid 

T. E. Woopwarp and W. T. Rasy. Southern Medical 
Journal [Sth. med. J.| 41, 997-1003, Nov., 1948. 5 figs., 
20 refs. 


Since Snyder and co-workers in 1942 first published the 
results of using para-aminobenzoic acid (PABA) in 
experimental murine typhus fever, others have used it 
successfully in all rickettsial infections. Rickettsiae 
grow best in slowly growing or dying cells; by contrast 
their growth is impeded in cells in which metabolism is 
rapid. 

Hyperimmune rabbit serum, when used early in Rocky 
Mountain spotted fever, may act favourably, though 
rickettsiae may return; this is probably because the 
molecule of the injected antibodies is too large to 
penetrate the living ceil, whereas PABA can do so and 
thereby attack the growing micro-organisms. The 17 
cases here described were treated during 1947 with PABA 
with no fatalities; 11 of the patients were under 11 years 
old. In 1946 it was shown that a blood level of 10 mg. 
per 100 ml. would clear the blood of rickettsiae; in the 
present series the level of PABA in blood was higher, 
varying from 30 to 60 mg. per 100 ml., with a mean of 
40 mg., without ill effects. The dose given was 8 g. of the 
sodium salt, followed by 3 g. 2-hourly (in children, % of 
the adult dose); severely ill patients received an initial 
intravenous dose. Clinical improvement was both 


immediate and dramatic; the rash usually disappeared 
on the second or third day of treatment, the temperature 
becoming normal within 2 to 4 days; in no case was there 
a serious relapse. This compares very favourably with 
cases seen from 1930 to 1945 and not treated with PABA; 
in these fever continued for from 9 to 22 days. The 
diagnosis was confirmed serologically by means of the 
Weil-Felix and complement-fixation tests, and by 
isolation of the rickettsiae in guinea-pigs. 
T. E. C. Early 


396. Treatment of Q Fever with Streptomycin. A 
Case Report 

C. G. SPICKNALL, L. L. Terry, and R. J. HUuepner, 
American Journal of Tropical Medicine [Amer. J. trop, 
Med.] 28, 845-847, Nov., 1948. 1 fig., 13 refs. 


A 32-year-old white man who had been exposed to 
infection with Rickettsia burneti in his work in the 
Infectious Diseases Building of the National Institute of 
Health, Bethesda, Maryland, suffered from cough, 
malaise, and pain in the upper left chest. This lasted 
4 days and was possibly unconnected with the return of 
these symptoms ushered in by a rigor 3 weeks later. 
Then the leucocyte count was 7,000 to 8,000 per c.mm. 
and complement fixation tests for Q fever, Rocky 
Mountain spotted fever and typhus fever were negative. 
Radiography showed some haziness over the left lower 
lung field, and the patient coughed up blood-stained 
sputum. As streptomycin had previously been found 
effective in Q-fever infection in guinea-pigs the patient 
was given 0-25 g. intramuscularly 3-hourly for 6 days, 
during which time the temperature fell from 39-5° C. 
to normal by lysis. When the patient was discharged 
a week later the complement-fixation test for Q fever was 
positive in 1 in 128 dilution, the Italian strain antigen 
being used. After he was discharged the temperature 
and cough persisted for 4 weeks. The authors claim 
‘** apparent response ”’ to streptomycin in a disease which 
has so far resisted specific medication. 

Clement Chesterman 


397. Q Fever: A Serological Survey of Bovine Serums 
in the United States 

C. C. SHEPARD. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 28, 849-855, Nov., 1948. 11 refs. 


In Los Angeles County where Q fever has recently 
occurred in human: beings, 15°%% of dairy cows showed 
positive complement-fixation tests for Rickettsia burneti, 
while in 37 other States covered by this survey the figures 
varied from 0 to 6% of mixed dairy and beef breeds. 
All but two positive reactors were from the western 
two-thirds of the U.S.A. The survey was combined with 
brucellosis control and more than 1,700 sera were 
examined by the technique of Bengtson. Clinical 
recognition of the disease among cattle is difficult. 
Although R. burneti is found in milk, human infection 
seems to be related more closely to proximity to cattle 
than to consumption of raw milk. Atypical pneumonia 
in persons exposed to risk should arouse suspicion. 

Clement Chesterman 
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398. Antigen and a 
Vaccine for Experimental Tsutsugamushi Disease (Scrub 


us) 
c. A. Baitey, F. H. Drercxs, and J. E. Prorritt. 
Journal of Immunology [J. Immunol.] 60, 431-441, Nov., 
1948. 3 figs., 15 refs. 


A method for preparing relatively pure formolized 
suspensions of Rickettsia tsutsugamushi is described. A 
suspension of infected yolk sacs in 10% buffered casein 
hydrolysate solution containing formalin was centrifuged 
for 90 minutes at 4,500 r.p.m. in the angle centrifuge. 
The deposit was resuspended in 1% casein hydrolysate 
solution and centrifuged for 10 minutes in the angle 
head at 2,000 r.p.m. The supernatant was preserved 
and the deposit was again similarly extracted. After 
three successive extractions the deposit was discarded 
and the rickettsiae were recovered from the pooled super- 
natants by centrifugation for 60 minutes in the angle head 
at 4,500 r.p.m. A suspension of rickettsiae was finally 
obtained by resuspending the deposit. Stained films 
showed numerous organisms with a minimum amount of 
foreign matter. 

Suspensions proved satisfactory as antigens for the 
complement-tixation test in dilutions up to 1 in 4. 
Reciprocal tests with different strains of R. tsutsugamushi 
and their respective antisera showed cross-fixation but 
titres were higher with the homologous antisera. Intra- 
peritoneal vaccination with these suspensions provided 
a degree of protection in mice against challenge with live 
organisms. Suspensions containing the most stainable 
rickettsiae proved to be the best vaccines; they also were 
the most active in fixing complement in the presence of 
immune serum. Antigenicity was not affected by 
freeze-drying. D. G. ff. Edward 


399. Chemotherapeutic Experiments in Typhus. (Zur 
Frage der chemotherapeutischen Beeinflussung des 
Fleckfiebers) 

M. Bock and W. KikutH. Klinische Wochenschrift 
[Klin. Wschr.] 26, 691-694, Nov. 15, 1948. 2 figs., 9 refs. 


A new preparation—2 : 2 : 2-trichloro-1 : 1-di-(4’- 
nitrophenyl)-ethane, provisionally known as “ Pb 852 ”— 
has been found to have a curative action in mice infected 


with murine typhus. It has the following formula: 
dc, 


The compound is insoluble in water but can be suspended 
in oil or in “solvent M”. Toxicity is low: an oily 
suspension of 20 mg. per 20 g. of body weight is well 
tolerated by mice, both by the subcutaneous and the oral 
routes. When suspended in oil a dose of 40 mg. per 
20 g. of body weight kills mice if given subcutaneously, 
but 30 mg. is not fatal. By mouth 70 mg. per 20 g. of 


body weight kills, but 40 mg. is well tolerated. When 

mice are infected intraperitoneally with rickettsiae an 

oral dose of 2:5 mg. daily for 5 days of the oil suspension 
M—I 


gives a good therapeutic result: 0-6 mg. is without action. 
When suspended in solvent M oral doses of 2-5 or 5 mg. 
for 6 days are active, as are the same doses given sub- 
cutaneously. If the mice are inoculated intranasally 


’ with rickettsiae the therapeutic action is much less rapid. 


The action of Pb 852 is apparently specific for rickettsiae, 


’ since the compound has no action on the viruses of 
influenza, louping-ill, lymphocytic choriomeningitis, and 


bronchopneumonia of mice, or on spirochaetes, spirilla, 
the bacilli of rat leprosy, trypanosomes, or malaria 
parasites. G. M. 


See also Section Hygiene and Public, “Health 
Abstracts 1 and 2. 
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400. Intestinal Perforation and Rupture of the Gall- 
bladder in Children with Typhoid 
J. Lozoya. American Journal of Diseases of Children 


-[Amer. J. Dis. Child.] 75, 832-841, June, 1948. 


During a 3-year period (1943-6) 457 children admitted 
to the Hospital Infantil, Mexico, were found to be 
suffering from typhoid or paratyphoid fever. This 
number constituted 2-91% of admissions. Among these 
457 children there were 29 cases of perforation of the 
ileum and 4 cases of ruptured gall-bladder. In more 
than half of these cases Ascaris lumbricoides was found 
at operation, either in the lumen of the gut or free in the 
abdominal cavity, and the author feels that this was a 
determining cause. All the affected children were mal- 
nourished, and most of them had been given purgatives 
before admission—another contributory factor. Of the 
29 children with ileal perforation, which was always in 
Peyer’s patches, 19 died. Of the 4 with ruptured gall- 
bladder, 3 died; in these 3 the gall-bladder had ruptured 
at least a week before operation. 

The clinical signs and symptoms of intestinal perfora- 
tion were typical and differed from those caused by 
rupture of the gall-bladder. In the latter the picture was 
that of a slowly progressive peritonitis with less intense 
pain localized to the right hypochondrium, pronounced 
abdominal distension, and absence of pneumoperitoneum 
radiographically. Details of operation and pre- and 
post-operative care are given. W. F. Gaisford 


401. Typhoid Treated with Chloromycetin — 
F. MurGaAtroypb. British Medical Journal (Brit. med. 
J.) 1, 851-852, May 14, 1949. 1 fig., 12 refs. 


402. Méeningococcosis. A Protean Disease 
H. S. BANKs. Lancet [Lancet] 2, 635-640 and 677-681, 
Oct. 23 and 30, 1948. 11 figs., 33 refs. 


This is a monumental description of meningococcal 
disease by a worker well qualified to write it.: A plea 
is made for the adoption of the term “* meningococcosis ” 
to include all the clinical variants of the disease. : 

Between Jan. 1, 1939, and June 30, 1947, a series of 706 
cases was admitted to the Park Hospital, Hither Green, 
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Kent. The case fatality rate for the whole period was 
7-36%. There are more cases in infants under 1 year 
than in any other single year of age. Incidence declines 
with age, except for the period 15-25 years, which con- 
tains more cases than the previous decade. Case 
fatality rates are high only at the extremes of life. The 
years 1940-2 were epidemic years, each with a charac- 
teristic peak incidence in March. The sequence of 
events in the ordinary form of the disease is: (1) naso- 
pharyngeal infection (usually subclinical); (2) bacteri- 
aemia; (3) meningitis’ The ordinary form occurs in 
90%, or. upwards of all clinical cases. Rarer syndromes 
include: (1) Chronic meningococcal ‘septicaemia. (2) 
Acute diffuse encephalitic syndrome. (3) Fulminating 
meningococcal septicaemia. This is divided into three 
subgroups, and it is suggested that the term Waterhouse— 
Friderichsen syndrome, which includes pure adrenal and 
mixed syndromes, should be discarded; (a) encephalitic 
type (6 cases, all fatal); (6) adrenal type (13 cases with 
5 recoveries); (c) mixed encephalitic-adrenal type (5 
cases, all fatal). (4) Acute focal encephalitic syndrome. 
(5) Mild and abortive forms. These commonly occur 
towards the end of an epidemic. (6) Chronic forms. 
(7) Miscellaneous forms. These include primary menin- 
gococcal ophthalmia, meningococcal hepatitis, and 
meningococcal pneumonia. 

Complications have been considerably reduced, both 
in number and in scope, by modern chemotherapy. 
Thus, no example of either pericarditis or neuroradicu- 
litis was encountered in the series, and the incidence of 
hydrocephalus and severe arachnoiditis was only 1-4°% 
(10 cases with 5 deaths). The three most common 
complications were labyrinthitis, leading to varying 


degrees of permanent deafness, in 33 cases (4°6%); 
arthritis, in 33 cases (4-6%); and cranial nerve palsies, 


in 41 cases (5-8%). Rarer complications include 
hemiplegia, spastic paralysis, Jacksonian convulsions, 
thraggbosis of superior longitudinal sinus, ophthalmia, 
retention of urine, dehydration, heart affections, glyco- 
suria, herpes febrilis, ulcers of skin and subcutaneous 
tissues, pneumonia, pleurisy, and empyema. Relapse or 
recurrence occurring within a few weeks of the primary 
attack is rare (3 cases). Immunity is not permanent, and 
four second attacks were noted. Sequelae consist of 
organic deafness, hydrocephalus, blindness and paralyses 
of various kinds, which are permanent, and various 
functional symptoms which disappear within one or two 
years. 

Treatment of the ordinary form of the disease consists 
in adequate doses of, preferably, sulphathiazole or 
sulphadiazine. Sulphanilamide is used when renal 
blockage is feared, and either sulphanilamide or “ sulpha- 
mezathine ” in congestive heart failure where an adequate 
fluid intake cannot be maintained. The daily dose for 
. the first 3 or 4 days should never be less than 3 g. for an 
infant over 2 months or 9 g. for adults. The urine 
should be kept alkaline and a minimum fluid intake of 
5 pints (2-8 litres) achieved. Spinal drainage, apart 
from the preliminary lumbar puncture, is usually un- 
necessary. A combination of “ sodium amytal”’ 3 gr. 
(0-2 g.) and paraldehyde 2 dr. (8 g.), or, alternatively, 
“ somnifaine *’ in repeated doses of 2 ml. by mouth or 
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intramuscularly, is a useful sedative. Retention of 
urine must be recognized early and treated by catheteriza- 
tion. Concurrent pneumonia in infants demands ap 
oxygen tent. 

Treatment of fulminating septicaemia of adrenal and 
mixed type consists in the simultaneous administration 
of sulphonamides and penicillin in high dosage, “* eucor- 
tone”*’ 5 ml. or more intramuscularly every 4 hours, 
intravenous plasma, and oxygen. In the encephalitic 
syndrome intravenous and intramuscular “ soly- 
thiazole ’’, penicillin, feeding by nasal tube, parenteral of 
rectal saline, and the administration of 20 ml. of 50% 
glucose intravenously to reduce cerebral oedema, are 
advocated. Hydrocephalus should be treated initially 
by ventricular puncture; if this proves unsuccessful, 
Hyndman’s operation of ventriculo-cisternostomy should 
be performed. Compression paraplegia will call for 
extensive laminectomy and freeing of adhesions. 

As a prophylactic measure, the carrier rate can be 
appreciably reduced in a semi-closed community by the 
simultaneous administration to every member of the 
community of 2 g. of sulphadiazine. This measure is 
of no value in the individual affected household of a 
civilian community, since its members would quickly 
become re-infected. Quarantine of contacts is useless, 
as are also prophylactic sprays and douches. The routine 
wearing of masks by attendants is impracticable and 
unnecessary; their occasional use for short periods when 
the attendant is exposed to gross infection, as in strug- 
gling with a delirious patient, is suggested. 

Geoffrey McComas 


403. The Pertussis Agglutinogen Skin Test 

J. J. MiLter, M. L. Ryan, and E. HAVARD. American 
Journal of Diseases of Children [Amer. J. Dis. Child. 75, 
872-886, June, 1948. 28 refs. 


The chief difficulty in finding a suitable reaction to 
indicate immunity to whooping cough has been in 
obtaining a non-toxic material which does not produce a 
local reaction regardless of the immune state of the 
patient. Two new skin tests have been reported in 
recent years. Haemophilus pertussis endotoxin has been 
used, with the idea that immunity is antitoxic. Since 
immunity is probably antibacterial, Felton et al. have 
used a non-toxic protein fraction of H. pertussis. This 
material is tested by injection into the skin of infants with 
no history of pertussis. No reaction should occur. 
Felton describes two positive reactions, one with indura- 
tion with or without erythema, and a weaker reaction. 

The authors were unable to carry out full field trials 
owing to the low incidence of pertussis, so they checked 
results of skin tests against those of an agglutination 
reaction. One hundred children were examined who 
had been given pertussis vaccine previously, the interval 
varying from 2 months to 84 years; in 79% the reaction 
was positive. There was also a significant relation 
between the serum titre and the degree of skin reaction. 
There was, however, no relation between the serum titre 
and a negative skin test, so that a negative result could 
occur in an immune child. This in fact happened in 10% 
of cases. There was no correlation between skin 
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sensitivity and dose of vaccine in the whole series. 
Among the 54 who had received a dose more than a year 
before a stronger reaction occurred in those who had 
received 80 billion organisms or more. Skin reactions 
tended to be less 4 years after vaccination. Agglutino- 
injected intradermally stimulated a rise in serum 
antibody in 68% of children. Agglutinogen is therefore 
antigenic though a dose of agglutinogen is a less effective 
booster than 20 billion H. pertussis. It is probable that 
the negative ‘* erythema only ”’ reaction can be wrongly 
jnterpreted. This was noticed when testing children 
known to have had pertussis. J. G. Jamieson 


See also Section Microbiology, Abstracts 154, 155. 


404. Paracholera (El Tor). (Paracholera (El Tor) 
Enteritis choleriformis tor, Van Loghem) ) 

C. E. DE Moor. Nederlandsch Tijdschrift voor Genees- 
kunde [Ned. Tijdschr. Geneesk.] 92, 3303-3313, Oct. 16, 
1948. 2 figs., 3 refs. 


In 1937 the author observed a cholera-like disease on 
Celebes (Indonesia), caused by a vibrio which agglu- 
tinated specifically with cholera serum but differed in 
some haemolytic properties from true cholera vibrios 
and from old strains of the El Tor vibrio. At the time 
the disease was described as true cholera, while some 
(Van Loghem) considered it to be causally distinct from 
cholera. Meanwhile the Celebes strains have become 
old stock strains. At present they resemble the old El 
Tor strains in every respect. Before 1937 the El Tor 
vibrio had never been found in connexion with cholera- 
like disease. Clinically El Tor disease cannot be 
distinguished from true cholera. Diagnosis can be made 
only by bacteriological examination. Epidemiologically 
El Tor disease differs from true cholera in its sporadic 
occurrence, the almost complete absence of transmissions 
by contact, and the low morbidity. For these reasons 
quarantine and other special measures are considered 
to be of no value. The author agrees with Van Loghem, 
who separated true cholera from El Tor disease. The 
name “ paracholera ’’, which has already been used for 
cases of a cholera-like disease connected with non- 
specific vibri os, is proposed. - 

R. Gispen (Excerpta Medica) 


See also Section Microbiology, Abstract 145. 


405. Therapy of Experimental Brucella Infection in the 
Developing Chick Embryo. III. The Synergistic Action 
of Streptomycin and Sulfadiazine 

J. M. SHAFFER and W. W. Spink. Journal of Immuno- 
logy [J. Immunol.] 60, 405-409, Nov., 1948. 3 figs., 
9 refs. 


The difficulties of infecting laboratory animals with 
brucella strains with any degree of certainty and of 
testing therapeutic agents on animals thus infected have 
been overcome by the authors by using 7-day-old chick 


_ embryos infected through the yolk sack with approxi- 


mately 300 organisms On the 9th day after infection 
100% of untreated chick embryos died from this infection. 


’ (425 ml.) and 4 oz. (110 ml.). 
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To test therapeutic agents from 5 to 1,000 units of 
streptomycin and/or 0-007 to 1-52 mg. sodium sulpha- 
diazine were injected into the yolk sac 24 hours after 
infection and the success or failure of treatment was 
assessed by comparing after 14 days the 50% survival rate 
of treated and untreated groups. The survivors were 
killed and cultured for the presence of brucella. This 
provided an even more significant measure of success 
when the proportion of embryos free from infection was 
assessed. 

In the case of Br. abortus 95% of the embryos could be 
rendered free from infection by a dose of 320 units of 
streptomycin combined with 0-48 mg. sulphadiazine. 
With the same dose of streptomycin alone only 16% were 
free from infection, the figure for the 0-48 mg. dose of 
sulphadiazine alone being 15%. For the strain of Br. 
suis, which had a higher virulence for chick embryos than 
the other 2 species, 1,000 units of streptomycin and 
1-52 mg. sodium sulphadiazine gave maximum protection 
and eliminated the infection from all treated embryos, 
though either dose alone was unable to eliminate the 
Br. suis from the embryos thus treated. The figures for 
Br. melitensis were similar to those obtained with Br. 
abortus. 

Combined therapy, clinically advocated, has thus 
found support from experimental data, which prove that 
there is a potentiation of streptomycin and sulphadiazine 
when they are used together. None of the failures of 
streptomycin treatment alone could be attributed to the 
development of resistance of brucella to the drug. 

K. S. Zinnemann 


406. Treatment of Abortus Fever with Sulphonamides 
and Blood Transfusions 

J. MacD. and R. HuGues. British Medical 
Journal (Brit. med. J.| 2, 859-860, Nov. 13, 1948. 


The authors report encouraging results in the treat- 
ment of 2 patients with abortus fever who had failed to 
respond to penicillin, sulphamezathine, or sulphadiazine. 
Both had been ill for two months before treatment was 
started. The diagnosis was confirmed by the presence 
of a high-titre antibody against Brucella abortus, \leuco- 
penia (but no monocytosis), and splenomegaly. The 
blood culture was negative in case 1, and not reported in 
case 2. The latter, however, was complicated by an 


‘acute cholecystitis due to Br. abortus three weeks after 


treatment. Case 1 received sulphadiazine 75 g. over 
12 days and 10 oz. (280 ml.) blood transfusions on four 
occasions on alternate days. Case 2 received sulpha- 
diazine 36 g. and transfusions of 10 oz. (280 ml.), 15 oz. 
The immediate results 
were good and 2 months later the condition in one case 
was satisfactory. Apart from the complicating chole- 
cystitis the second patient is reported to have remained 
well, but the follow-up period is not stated. 

These results are promising but, as the authors indicate, 
a more extended trial is necessary. Why this treatment 
should be successful they find it difficult to explain, but 
quote Huddleson’s explanation that a serum may be 
bactericidal in high dilution yet not in a low dilution 
(Neisser—Wechsberg phenomenon). R. N. Johnston 
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407. Results of Medical Treatment in 111 Patients with 
Open, Non-cavernous Pulmonary Tuberculosis. (De 
uitkomsten van de medicamenteuze behandeling bij 
111 patiénten met open, niet caverneuze longtuberculose) 
C. Duxstra. Nederlandsch Tijdschrift voor Geneeskunde 
[Ned. Tijdschr. Geneesk.] 92, 3385-3392, Oct. 23, 1948. 
1 fig., 1 ref. 


The favourable effect of the administration of vitamin 
D, in cases of lupus of the nasal mucosa led the author 
to apply this treatment in 111 cases of open ulcerative 
tuberculosis of the lung where lesions—specific or 
non-specific—of the bronchial mucosa were either seen 
bronchoscopically or suspected clinically. In many 
patients surgical or other medical treatment had been 
tried previously without success. This series also 
includes cases treated unsuccessfully by gold therapy 
alone and successfully when vitamin D, was added. In 
74 cases before the vitamin D, therapy was instituted the 
sputum had been positive for more than a year. The 
dose of vitamin D, was 30,000 units twice daily; in a few 
cases it was increased to 150,000 units, and the treatment 
lasted for 8 to 10 months. The patients were followed up 
for from 3 months to 2 years. Clinical recovery was 
achieved in 78 cases. The proportion of favourable 
results was approximately the same in old and in fresh 
cases, as well as in forms with visible and with non- 
visible bronchial changes. Where the latter—such as 


tubercles, caseation, and ulceration—had existed, they - 


were seen to disappear completely during treatment. 
Untoward effects of high doses of vitamin Do, as described 
by other workers, were not observed, except in cases in 
which the kidneys were affected. A. Lilker 


408. Streptomycin in the Treatment of Tuberculosis 
STREPTOMYCIN COMMITTEE, VETERANS ADMINISTRATION. 
Journal of the American Medical Association [J. Amer. 
med. Ass.) 138, 584-593, Oct. 23, 1948. 8 figs., 8 refs. 


This paper is a progress report of a joint investigation 
carried out by the U.S. Veterans Administration since 
June, 1946, on the treatment of 2,780 patients suffering 
from various tuberculous lesions. [Unfortunately, it 


does not contain the full report, which would be necessary 


for any critical assessment.] 

It was found that reduction of the daily dose of strepto- 
-mycin from 2 g. to 1 g. was accompanied by reduction in 
toxicity without detectable loss of therapeutic effect. 
A further reduction to 0-5 g. is being tried. Giving 2 g. 
doses daily for a shorter period (60 instead of 120 days) 
did not seem to lessen effectiveness. Development of 
resistance was not affected by reducing the dose; combi- 
nation of streptomycin with other drugs (“* promizole ”’ 
and para-aminosalicylic acid) is being tried. Animal 
experiments seem to indicate that drug resistance will 
persist and that a resistant strain can be transmitted. 

A series of 943 cases of pulmonary tuberculosis were 
treated by one of 5 different regimens. A 60-day course 
of treatment was as effective as a 120-day one and 1 g. 
per day as effective as 2 g. In a majority of cases 
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treatment together with rest in bed reversed the trend of 
progression in predominantly exudative moderately and 
far advanced disease, but there was a large percentage 
of relapses, Collapse therapy was made feasible in 
approximately 20% of the patients, the optimal time for 
this intervention being before drug resistance developed. 
The investigators believe that treatment of minimal 
cases before some means of avoiding the development of 
resistance has been found is unwise. They treated 112 
cases of tracheo-bronchial and 166 cases of laryngeal 
tuberculosis by intramuscular injection. There was 
improvement in 80 to 90% of cases. [But, in any 
assessment, one would like a definition of the exact 
type of lesion treated.] 

In a series of 368 patients with 674 cutaneous sinuses 
and fistulae, healing occurred in 78%, on the average in 
8 weeks. [It should be noted that pus was evacuated 
and necrotic tissue or bone removed at the start of 
treatment in one-third of the cases.] The investigators 
are cautious in their remarks on the effect of streptomycin 
in meningitis and miliary disease. Of 100 patients 
treated between March, 1946, and May, 1947, 24 were 
alive in April, 1948 (15 substantially normal). “ Pro- 
min ” (4 g. daily during 2 out of 3 weeks) is now being 
given in addition. As a result of treating 192 patients, 
it is stated that streptomycin produces a slow but 
appreciable improvement in the majority of tuberculous 
lesions of bones and joints. Tuberculosis of the genito- 
urinary tract (112 cases) was favourably influenced, as 
far as general, cystoscopic, and bacteriological findings 
were concerned, but not so far as pyelographic appear- 
ances were concerned. Results in disease of the ali- 
mentary tract (30 patients with ulcerative lesions around 
the mouth and 32 with enteritis) were uniformly favour- 
able. The result of treatment of enteritis is especially 
remarkable, but the normal x-ray picture of the bowel 
was not usually restored and relapses did occur. Of 27 
cases of peritonitis, results were excellent in 19. , 

Interesting comments are made on the use of strepto- 
mycin as a prophylactic in thoracic surgery. Incidence 
of spread of infection after thoracoplasty was reduced, 
but “* six hundred and ninety-nine courses of streptomycin 
were given in order to prevent twenty-two spreads” 
(460 patients treated). In routine thoracoplasty, the 
drug should be given only if infection spreads later, 
though it should be used prophylactically in excision of 
the lung. 

[This valuable report is a stride forward along the 
path towards the proper assessment of streptomycin as a 
weapon against tuberculosis.] J. V. Hurford 


409. Modifications of Tuberculous Lesions in Patients 
Treated with Streptomycin 

C. M. Fiory, J. W. Corre.t, J. G. Kipp, L. D. STEVEN- 
son, E. C. ALvorp, W. McDermott, and C. MUSCHEN- 
HEIM. American Review of Tuberculosis [Amer. Rev. 
Tuberc.] 58, 421-448, Oct., 1948. 21 figs., 6 refs. 


This report deals with the necropsy findings in 7 
patients treated with streptomycin, each of whom had 
both a visceral form of the disease and generalized 
Treatment brought transient or 


miliary tuberculosis. 
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prolonged response in all. The cases can be briefly 
summarized as follows: 


(1) Age 18 months. Tuberculous lymph nodes, menin- 
gitis, and generalized miliary tuberculosis. Clinical 
response, but death in 8 months from chronic fibrous 
meningitis and hydrocephalus. At necropsy all lesions 
showed signs of healing. (2) Age 17 months. Diseased 
mediastinal lymph nodes, meningitis, and generalized miliary 
tuberculosis. Clearing of miliary lesions in chest but 
persistence of meningitis, with death in 74 months. At 
necropsy, healing of some miliary lesions was seen but 
active chronic meningitis was present, though tubercle bacilli 
from meninges were still streptomycin-sensitive. (3) Age 
11 years. Infection of lymph nodes, meningitis, and 
generalized miliary tuberculosis. Clinical improvement, 
with subsequent relapse, though meningitis did not recur. 
Tubercle bacilli' developed resistance. At necropsy the 
picture was one of “ far advanced tuberculosis’, but there 
were scars in lungs and liver and slight fibrous thickening of 
leptomeninges. Some miliary foci seemed to recur in 
partially healed scars in lungs. (4) Age 21 years. Tuber- 
culous lymph nodes and generalized miliary tuberculosis. 
Rapid clinical improvement, but relapse in fourth month. 
Tubercle bacilli became very resistant. At necropsy pro- 
gressive disease was evident, but there were fibrous ringing 
of caseous tubercles in lungs and miliary scars in lungs and 
liver. (5) Age 44 years. Miliary tuberculosis following 
removal of tuberculous kidney. Some response to treatment, 
but renal insufficiency was unaffected. At necropsy miliary 
scars in lungs, liver, spleen, and brain were found; tuber- 
culous pneumonia and endoangiitis were present and the 
remaining kidney was tuberculous. (6) Age 19 years. 
Diffuse pulmonary lesions with involvement of pharynx and 
epiglottis, and generalized miliary tuberculosis. Clinical 
healing till meningitis developed. Tubercle bacilli became 
markedly resistant. At necropsy evidence of progressive 
disease was seen, but with focal scars in lungs and liver. 
(7) Age 62 years. Chronic pulmonary and generalized 
miliary tuberculosis and meningitis. Transient improve- 
ment with 39 days’ therapy. At necropsy, ulcerative 
lesions were found to be untouched, but more disseminated 
lesions gave evidence of healing, as did intestinal ulcers and 
disease in cauda equina. 


The authors regarded the following as evidence of 
activity: presence of tubercle bacilli, recent areas of 
necrosis, and tubercles composed of giant or epithelioid 
cells; they considered abundant fibrosis and absence of 
cellular reaction as criteria of healing. Most impressive 
healing was found in miliary foci in the lungs and liver 
and sometimes the spleen, though often it was incomplete 
or transitory. It is noted that healing of widespread 
miliary disease is rare, though it may occur where 
seeding is limited. ‘* In the three cases where the tubercle 
bacilli manifested resistance to streptomycin during 
therapy, the disease process was quite active at the time 
of death; whereas, in the two cases where no resistance 
appeared, there was little or no evidence of activity.” 
J. V. Hurford 


410. Anatomic Change in Tuberculosis following 
Streptomycin Therapy 

O. AUERBACH and G. N. STEMMERMANN. American 
Review of Tuberculosis [Amer. Rev. Tuberc.] 58, 449-462, 
Oct., 1948. 2 figs., 5 refs. 


In this article the necropsy reports on 7 patients are 
analysed in order to determine what effect streptomycin 
had had, and the yardstick for comparison is the authors’ 
findings in similar untreated cases. The ages of the 
patients varied from 19 to 53 years; 4 were white and 


3 negro; one had disease of miliary type, the others of 
fibro-caseous type with cavitation. 

It was observed that streptomycin reduced to a mini- 
mum perifocal reaction around tuberculous lesions in 
the lung, especially where the foci were miliary or recent, 
and probably clearing of x-ray shadows is due to this 
effect. In acinous nodose foci there was greater healing 
than might be expected and caseous centres were not so 
frequently seen. Cavities were largely unaffected. 
Streptomycin did not prevent dissemination of disease, 
even though the original foci might show signs of healing. 
It was notable that miliary foci in the lungs often heal, 
whereas similar foci in solid organs may progress, and 
the opinion is expressed that the substance produces 
greater healing on superficial surfaces. This also applies 
to meningitis, but the differing clinical courses in the 
latter are largely explainable by the effect on the primary 
cause. Streptomycin may produce complete healing of a 
single focus which has ruptured into the meninges, but 
if there are multiple foci in the brain, or if the haemato- 
genous dissemination derives from lesions in solid organs 
(glands, bones, or kidneys), the result may be less happy. 

J. V. Hurford 


411. Streptomycin as Adjunct in Treatment of Acute 
Pulmonary Tuberculosis 

E. R. Levine, W. S. KLetn, and A. FRoMAN. Journal of 
the American Medical Association [J. Amer. med. Ass.] 
138, 808-813, Nov. 13, 1948. 4 figs., 8 refs. 


Streptomycin therapy in advanced pulmonary tubercu- 
losis may lead-to the resolution of exudative lesions but 
fails to heal fibrotic and cavitating disease, and sputum 
cultures therefore remain positive. The development of 
resistance to the drug limits the effective period of treat- 
ment to a maximum period of 120 days. It is therefore 
suggested that streptomycin is most likely to be useful 
in both acute and chronic pulmonary tuberculosis with 
cavitation if employed to control exudative disease 
before and during collapse therapy. A complete plan of 
treatment should be worked out before streptomycin is 
started, preferably not more than 2 weeks before the first 
surgical procedure, so that the complete operative 
programme can be carried out under streptomycin 
“protection.” A single injection of 0-5 to 1 g. daily is 
a satisfactory dose, and serious toxic effects are rare. 

The authors treated 26 cases in which collapse therapy 
was regarded as imperative but extremely hazardous or 
impossible without streptomycin: 11 patients were 
subjected to thoracoplasty, 9 to pneumothorax, 3 to 
pneumolysis, and 3 to lobectomy. Of these, 1 patient 
failed to improve sufficiently to justify operation, 1 died 
from atypical pneumonia in the post-operative period, 
and 1 developed progressive tuberculosis of the opposite — 
lung after pneumonectomy, but the other patients 
showed marked improvement, and in 19 the disease has 
now been successfully controlled. Details are given of 
4 cases. : 

[This paper contains a thoughtful discussion of the 
possible ways in which streptomycin can increase the 
proportion of cases of pulmonary tuberculosis accessible 
to collapse therapy.] J. W. Litchfield 
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412. Streptomycin Resistant Tubercle Bacilli. Inci- 
dence in Patients Treated with Streptomycin 

S. BERNSTEIN, N. D. D’Esopo, and W. STEENKEN. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 
58, 344-352, Sept., 1948. 13 refs. 


The purpose of this communication is to report upon 
the in vitro sensitivity of tubercle bacilli isolated periodi- 
cally from a group of 45 patients who were treated with 
1 g. of streptomycin daily for 120 days. The total daily 
dose was divided into five or six equal parts and given 
intramuscularly. Of the 45 cases 34 were far advanced 
and 11 were moderately advanced. ‘“* Tween ”’—albumin 
medium was used, and the sensitivity of a culture was 
expressed as the lowest concentration of streptomycin 
which prevented growth for 14 days. The tubercle 
bacilli isolated from all 45 patients before treatment were 
sensitive to 1 yg. or less of streptomycin per ml. of 
medium, and after 120 days of treatment tubercle bacilli 
were recovered from sputum or gastric contents in 31 
of the 45 patients. In 26 of these 31 patients the tubercle 
bacilli were resistant to 10 wg. or more of streptomycin 
per ml., and in 18 they were resistant to 1,000 jg. per ml. 
of media. The rate of development of streptomycin- 
resistance was greatest during the second month of 
therapy, and resistance appeared to persist during the 
follow-up period, being still present 7 months after 
completion of treatment. The data suggest that the 
incidence of streptomycin-resistant tubercle bacilli in 
patients treated with 1 g. of the drug daily does not 
differ significantly from that previously noted in patients 
treated with larger doses. Frederick Heaf 


413. Streptomycin Therapy of Tuberculous Meningitis 
in Children 

K. CuHoremis, N. ZeRvos, V. CONSTANTINIDES, and S. 
Pantazis. Lancet [Lancet] 2, 595-599, Oct. 16, 1948. 
1 ref. 


Streptomycin was used in the treatment of 63 children 
admitted to the Paediatric Clinic of the University of 
Athens with tuberculous meningitis between April 1, 
and Nov. 30, 1947. Of these, 13 had miliary tuberculosis, 
8 of whom died, while 2 of the surviving 5 had relapsed 
at the time of reporting. Of the remaining 50, stated 
not to have had miliary tuberculosis, 26 had died at the 
time of reporting. In the results reported, the minimum 
period of observation of survivors was 4 months after the 
start of treatment, while some of the children had been 
under observation for a year. Streptomycin was given 
in all cases both by the intrathecal and intramuscular 
routes. The general scheme of treatment was to start 
with combined intramuscular and intrathecal treatment 
. for 6 weeks, followed by 5 to 10 days’ rest, then another 
10 to 15 days’ combined treatment, and so on inter- 
mittently for so long as the cerebrospinal fluid remained 
abnormal. As the clinical picture improved, the intra- 
thecal doses were gradually decreased and finally aban- 
doned in favour of the intramuscular route. Rest 
periods were gradually lengthened and the total duration 
of treatment appears to have been 3 to4 months. Tuber- 
culin treatment was given in addition to the streptomycin. 


The authors believe that the intrathecal dosage should 
depend both on the patient’s age and on the state of the 
disease; they are convinced that ‘* the more severe the 
signs the smaller should be the intrathecal dose’’. They 
state that continually-repeated intrathecal injection leads 
to blockage of the flow of cerebrospinal fluid and that 
since they began intermittent treatment they have not 
observed any blockage at all. Many deaths occurred 
from acute hydrocephalus, and here again they consider 
that excessive intrathecal treatment may have been a 
contributing factor. The authors are “ not impressed 
with the significance of the presence of a Mycobacterium 
tuberculosis in the cerebrospinal fluid”; they have 
found tubercle bacilli in the cerebrospinal fluid in several 
cases where no meningitis developed and also in the 
cerebrospinal fluid of children who had been treated 
for meningitis and whose clinical condition and cerebro- 
spinal fluid had become otherwise normal. [The latter 
is a remarkable finding and is at variance with experience 
in Britain.] M. Daniels 


414. Drug-resistant Tubercle Bacilli in Patients Under 
Treatment with Streptomycin 

E. WoLINSKY, A. REGINSTER, and W. STEENKEN. Ameri- 
can Review of Tuberculosis [Amer. Rev. Tuberc.] 58, 
335-343, Sept., 1948. 16 refs. 


This paper consists of a report of the results of strepto- 
mycin sensitivity tests on tubercle bacilli isolated at 
weekly intervals from a large group of patients before, 
during, and after treatment with various doses of the 
drug. The usual method of determining sensitivity was 
used, and the relative number of resistant organisms was 
estimated by observing the lag period before growth 
appeared. All the cultures of tubercle bacilli isolated 
from the 47 cases before treatment were uniformly sensi- 
tive to 1 yg. per ml. or less of streptomycin. The longer 
the treatment was continued the greater the percentage of 
patients yielding drug-resistant cultures. In one case a 
drug-resistant culture was isolated as early as 29 days 
after therapy was begun. These findings are important 
in view of the poor results of treatment of patients 
harbouring drug-resistant tubercle bacilli and also of the 
possibility of the dissemination of these strains. In 2 
patients the drug-resistant cultures reverted and became 
sensitive again 3 months after the cessation of treatment. 
In another patient the drug-resistance increased from 
0:5 yg. per ml. at the end of treatment to 30 pg. per 
ml. 2 months later. In general, it was found that 
streptomycin-resistance is a_ relatively long-lasting 
characteristic of tubercle bacilli both in vitro and in vivo. 

Frederick Heaf 


415. Inhibition of the Bacteriostatic Activity of Strepto- 
mycin and y-HexachlorocycloHexane by Inositol-contain- 
ing Substances. [In English] 

L. SODERHJELM and B. ZETTERBERG. Upsala Lakareféren- 
ings Férhandlingar [Upsala Lak Féren. Foérh.| 53, 235-240, 
Oct. 15, 1948. 16 refs. 


The authors recall that an inositol-containing phopho- 
lipid is present in the tubercle bacillus, and that strepto- 
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mycin contains a cyclohexane group. They have ex- 
plored the possible antagonistic action towards strepto- 
mycin in vitro by the cyclohexane derivative, inositol; by 
the inositol-containing phopholipid, lipositol; and by 
the inositol-containing substance, phytin. (It had been 
recently reported by Carter et a/. that lipositol antagonizes 
the inhibitory effect of streptomycin on staphylococci). 
The effect of streptomycin on staphylococci in broth was 
now found to be markedly antagonized when the anti- 
biotic had been mixed with lipositol at 1 in 3,000 concen- 
tration but not at 1 in 30,000; inositol at 1 in 300 and 
phytin at 1 in 3,000 were also antagonistic, though to a 
less degree. Lipositol at 1 in 5,000 strongly stimulated 
the growth of staphylococci in Sauton’s synthetic 
medium; without it staphylococci did not grow in this 
medium. In similar experiments with tubercle bacilli on 
the surface of Sauton’s medium, inositol and phytin 
showed variable anatagonistic effects on the inhibitory 


action of streptomycin when they were mixed with it at | 


concentrations of 1 in 300,000 and 1 in 3,000,000; 
lipositol had no such effect [but since the latter was used 
at the weaker concentration only, the result is admittedly 
inconclusive]. None of these substances influenced the 
growth of tubercle bacilli on Sauton’s medium. 
““Gammexane ” (y-hexachlorocyc/ohexane), which in- 
hibited the growth of tubercle bacilli on Sauton’s medium 
at 1 in 40,000 concentration, was antagonized by phytin, 
but not by inositol or by lipositol. P. D'Arcy Hart 


See also Section Pharmacology, Abstracts 60, 61. 


416. Bone-marrow Studies in Various Types of Pul- 
monary Tuberculosis. (Knochenmarksuntersuchungen 
bei verschiedenen Verlaufsformen der Lungentuberkulose) 
W. Pripitta and E. D. Koester. Deutches Archiv fiir 
klinische Medizin [ Dtsch. Arch. klin. Med.| 193, 622-637, 
1948. 3 figs., 23 refs. 


In this investigation 14 tuberculous patients were 
observed by weekly blood counts and altogether 36 sternal 
punctures. The only slightly active but chronic type of 
the disease was seen in 4 cases. A mioderate shift to 
the left of the leucocyte count in the blood corre- 
sponded to a slight shift to the left in the marrow. 
One case showed a rather active erythropoiesis, and in 
another giant stab forms were found in the marrow. 

Of the 5 severe cases with effusions and cavities 3 came 
to necropsy. Anaemia, low reticulocyte counts, and 
neutrophil leucocytosis with metamyelocytes were usual 
in the blood, but in the patients who died leucocyte 
counts fell slowly. Stab forms and myelocytes were 
numerous in the marrow and erythropoiesis was hypo- 
plastic in the fatal cases. One of these cases, however, 
showed increased erythropoiesis and maturation arrest 
of myelopoiesis. The lungs were compressed by 
effusions. Toxic granulation of granulocytes, vacuola- 
tion of the cells, and clumping of the nuclear chromatin, 
as well as giant stab forms, were fairly frequent. 

In 5 chronic cases in which pneumothorax was carried 
out, mostly slight leucocytosis and a small shift to the 
left were observed. Eosinophilia, possibly due to 
Enterobius infestation, occurred in one, and toxic 


granulation in another, and this increased with clinical 
deterioration. Platelets and megakaryocytes remained 
normal. 

Tubercle bacilli could not be demonstrated in any of 
the marrow material. In tuberculosis the myelogram 
reflects the severity of the infection, but prognosis based 
on a myelogram is not justified. E. Neumark: 


417. Importance of Search for Signs of Diffusion in 
Pulmonary Tuberculosis of Miliary and Nodular Types. 
(Intérét de la recherche des signes de diffusion au cours 
des tuberculoses pulmonaires de type miliaire et nodulaire) 
E. BERNARD, B. KREIS, —. MANTOUX, and A. LorTtE. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris [Bull. Soc. méd. Hép. Paris| 64, 1005-1011, Oct. 
29, 1948. 4 refs. 


The extrapulmonary dissemination of the tuberculous 
lesions was studied in 114 cases of miliary tuberculosis. 
Lesions of the pharynx or larynx were found in 28, about 
a third of them being of miliary type. Choroidal 
tubercles were seen in 29 of 93 patients. In 41 of the 
114 cases there was evidence of meningitis, which in 6 
was limited to changes in the cerebrospinal fluid obtained 
by routine lumbar puncture. It was impossible by 
guinea-pig inoculation to demonstrate tubercle bacilli in 
the blood of 38 untreated patients. On direct examina- 
tion of the material obtained by sternal puncture the 
organisms were found in 4 out of 24 cases, and in 2 of 34 
cases in which guinea-pig inoculation was carried out 
there were positive results. Tubercle bacilli were demon- 
strated in the urine from 37 of 101 patients; in 28 of 
these there was no clinical evidence of renal tuberculosis 
but pyuria was found to be present on. microscopical 
examination. J. R. Bignall 


418. Clinical Studies on Allergy to Tuberculin following 
Primary Tuberculous Infection. The Clinical Value of 
Recognizing the State of Secondary Negative Allergy 

R. T. ELLison. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 58, 463-475, Oct., 1948. 18 refs. 


The author recognizes that allergic reaction to tuber- 
culin may be absent in two types of individual—those who 
have never had a primary infection (“* primary negative 
allergy ’’) and those who have lost the allergy they once 
had (“* secondary negative allergy ’’). Loss of detectable 
allergy is consequent on complete healing and steriliza- 
tion of the primary complex, probably ensuing in a few . 
months, though the other result of first infection— 
acquired resistance—may seemingly persist for years. 
The three proofs given for a state of secondary negative 
allergy are: (1) record of a previous positive reaction; 
(2) x-ray evidence of primary complex; and (3) physical 
signs over pulmonary apices (hypoventilation and retrac- 
tion about shoulder girdle). [One would think that the 
last of these, at any rate, should be treated with reserve.] 
Secondary negative allergy can be changed into positive 
allergy ‘by re-infection, and apparently in a certain 
number of individuals the reaction fluctuates between 
negative and positive. 

The presence of acquired resistance does not prevent 
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endogenous reactivation, and this is most likely to occur 
if the former is depressed by general causes; but 
exogenous superinfection is less likely to occur in persons 
with positive allergy. It is held that native resistance 
may ward off primary infection. ‘There is no doubt 
that the best insurance against developing phthisis is for 
the person to remain in a state of primary negative 
allergy as the result of a high level of native resistance.” 
Secondary negative reactors are the most susceptible to 
exogenous infection. 

The author gives examples of the clinical application 
of his hypothesis. Adults whose reaction is under- 
going conversion fail to develop a demonstrable primary 
complex because they either are secondary negative 
reactors or have relatively high native resistance. 
The greater number of those at special risk—for example, 
nurses—who break down with phthisis are probably 
positive reactors; that is, they have a viable infection. 
With regard to B.C.G., it is suggested that it is “ not 
capable by itself of sufficiently ‘stimulating acquired 
resistance to afford adequate protection against subse- 
quent exposure, but that it can restimulate and augment 
a failing naturally acquired resistance ”’. 

[This article should be read to enable full assessment 
to be made of the very interesting hypothesis of patho- 
genicity presented, though it would be improved if it 
contained further data—for example, with regard 
to the minimum time required for secondary negative 
allergy to develop following the primary infection.] 

J. V. Hurford 


419. The Borderline of Miliary and Disseminated 
Nodular Pulmonary Tuberculosis. (Sur les confins des 
tuberculoses pulmonaires miliaires et nodulaires dis- 
séminées) 


E. BERNARD, B. Kreis, Y. PALEY, and A. Lotte: Bulle- 


tins et Mémoires de la Société Médicale des Hépitaux de 
Paris {Bull. Soc. méd. Hép. Paris] 64, 1002-1005, Oct. 29, 
1948. 1 ref. 


In 91 of 114 cases of miliary tuberculosis the classical 
radiological changes in the lung fields were seen. In 23 
the opacities were atypical, being larger, more dense, and 
less symmetrically distributed. The term “ miliary” is 
too restrictive. It is not the size of the radiological 
shadows which characterizes this type of disease but the 
wide dissemination of the tuberculous lesions with the 
frequent low level of tuberculin sensitivity and the rapid 
response to streptomycin. J. R. Bignall 


See also Section Hygiene and Public. Health, 
Abstract 4. 
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420. Exo-erythrocytic Schizogony in Malaria 
P. C. C. GARNHAM. Tropical Diseases Bulletin [Trop. 
Dis. Bull.| 45, 831-844, Oct., 1948. Bibliography. 


The author reviews the history and present state of our 
knowledge regarding the exo-erythrocytic development of 
malaria parasites. 


120 INFECTIOUS DISEASES 


Although it was as early as 1900 that Grassi 


suspected that the sporozoites underwent some form of 
development in the human body before entering the 
erythrocytes, Schaudinn’s claim to have demonstrated 
direct penetration of the red blood corpuscle by sporo- 
zoites has been generally accepted for more than a quarter 
of a century, though this observation lacked confirma- 
tion. However, there were a number of features in the 
behaviour of human malaria parasites which could be 
explained only on the assumption that, in addition to the 
erythrocytic phase, there was a tissue phase or an exo- 
erythrocytic development. Thus it was known that 
quinine has little or no effect during the incubation 
period, and human blood is not infective shortly after 
inoculation of sporozoites and until the end of the 
incubation period. 

Exo-erythrocytic schizogony was first definitely 
established in various species of avian plasmodia, cul- 


minating in the unravelling of the complete life-cycle of 


P. gallinaceum in 1944 by Huff and Coulston. The tissue 
stages of mammalian malaria parasites proved to be 
more elusive, and it was only in 1948 that Shortt and his 
associates demonstrated the pre-erythrocytic development 
of P. cynomolgi and P. vivax in the liver cells of monkeys 
and man respectively. With the extension of our know- 
ledge of the life-history of malaria parasites a number of 
new terms were introduced. These are described and 
defined in the present paper. 


The author then goes on to describe the tissue phase in 


various haemosporidia of birds, lizards, and mammals, 
and considers the biological and taxonomic implications 
of the new discoveries It is pointed out that the classifica- 
tion of the blood-inhabiting sporozoa stands in need of 


revision. Thus, a number of parasites formerly referred - 


to the genus Plasmodium appear to be more closely 
related to Haemoproteus—for example, Plasmodium 
kochi, now known as Hepatocystes kochi. The position 
and relationship of the more important genera and 
species, providing a basis for a future revision of their 


classification, is given in the table produced below, © 


which also serves as a useful summary of the present 
paper. 


_ Size of Exo- | Location of Exo-| HAEMOPRO- PLASMODIIDAE: 
erythrocytic erythrocytic TEIDAE: Only Gametocytes 
Schizonts Schizogony gametocytes in | and schizonts 
‘blood; vector | in blood; vector 
not a mosquito a mosquito 
Endothelium of | Haemoproteus | Unknown 
Le Unkn 
‘ iver, heart, kid- ucocytozoon ° own 
ney parenchyma 
¢ y Liver paren- | Hepatocystes P. vivax, cyno- 
chyma kochi molgi 
Reticulo-endo- Plasmodium sp. P. gallinaceum, 
thelium of Palestine durae, 
ats 
Haematopoietic sp. | P. elongatum 
system of New Guinea 
Microscopic < flying fox 
Reticulo-endo- Unknown P. mexicanum 
lium and 
haematopoietic 
‘| system 


C. A. Hoare 
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421. Malarial Infection in the Different Age Groups of 
an Autochthonous Population in Hyperendemic Malarial 
Areas of the North East Coast of New Guinea. (Malaria- 
besmetting in de opeenvolgende leeftijdklassen ener 
autochthone bevolking in hoog-endemische malaria- 
streken der N.O.-kust van Nieuw-Guinea) 

N. H. SWELLENGREBEL and J. M. H. SWELLENGREBEL. 
Nederlandsch Tijdschrift voor Geneeskunde (Ned. Tijdschr. 
Geneesk.] 92, 3498-3504, Oct. 30, 1948. 4 figs. 


The findings in Papuans are compared with those in 
natives of Sumatra and in negroes of South Africa and 
Dutch Guiana. The Mandailing type (Sumatra) of 
human response to hyperendemic malarious conditions 
is characterized by uniformly high spleen rates in all age 
groups, and high parasite rates in young children dwind- 
ling to low values in advancing years. Large and 
moderately large spleens are about evenly distributed. 
Among negroes there are high spleen rates in young 
children and much lower ones in adults,while large spleens 
are ina minority. The parasite rates in negroes are much 
higher than in West Indonesians. In New Guinea 
parasite rates closely resemble the African type, spleen 
rates being intermediate between the African and Man- 
dailing types. The authors consider the difference 
between the two types to be gradual rather than funda- 
mental. It can be explained (according to Bagster 
Wilson) by the development of greater immunity due to 
higher infection rate, the immunity tending to inhibit 
splenic reaction. J. Bijlmer (Excerpta Medica) 


422. A Comparison of One Dose per Day with Six 
Doses per Day of Quinine in the Suppression of Lophurae 
Malaria in the Duck 


E. H. DEARBORN. Journal of Pharmacology and Experi- - 


mental Therapeutics [J. Pharmacol.] 94, 178-181, Oct., 
1948. 9 refs. 


Ducklings were infected with Plasmodium lophurae 
by intravenous injection of 150,000,000 parasitized ery- 
throcytes, and 24 hours later they were given quinine in 
two ways: some received it as a single daily dose of 4, 8, 
16, or 32 mg. per kg. for 4 days, and others were given 
six doses a day of 2, 4, 8, or 16 mg. per kg. for 4 days. 
Thin blood films were examined daily. The results are 
shown in a table. 

The minimum effective daily dose given once a day 
was 8 mg. per kg., whereas with six doses a.day it was 
24mg. perkg. A single daily dose of 32 mg. per kg. was 
not more effective than a single daily dose of 16 mg. per 
kg., and was comparable with six doses a day of 8 mg. 
per kg. Six doses a day of 16 mg. per kg. reduced 
parasitaemia more than a single daily dose of 32 mg. 
per kg. The reason for the difference is unknown, but 
the variation might have been due to the duration of 
treatment: the infection had become established before 
treatment began. 

The results confirm those of previous experiments in 
which six doses a day were compared with continuous 
treatment with quinine in the food; it meets two objec- 
tions to the former experiments: (1) that treatment was 
begun before the infection was established, and (2) that 


the dosage could not be known with the drug-diet 
method. They show that maintenance of a blood con- 
centration was not necessary for suppression. Testing 
drugs by single daily doses would miss those which, 
like the sulphonamides, require maintenance of a blood ~ 
concentration, and screening drugs by a drug-—diet 
method or by multiple doses would probably not miss 
those that are more effective in single daily doses. It has 
also been shown that, with penicillin and streptomycin, 
effective treatment of bacterial infections does not depend 
on maintenance of the blood concentration. 
J. F. Corson 


423. A Comparison of Haematological Results in 


Europeans and Africans Suffering from Active Malaria 
J. 1. Roperts. Journal of Tropical Medicine and Hygiene 
[J. trop. Med. Hyg.] 51, 228-234, Nov., 1948. - 


A haematological investigation was carried out in 200 
Africans and 100 Europeans admitted to hospital for 
malaria during the 1940-1 epidemic in Nairobi. Plas- 
modium falciparum was the predominant parasite. 
At an altitude of 5,500 feet (1,676 m.) where haemoglobin 
levels should normally be 110 to 125% in males and 100 
to 110% in females, the averages were for Africans 68%, 
and for Europeans 77%. 

The average total leucocyte count in Africans was 
12,930 per c.mm. against 7,800 in Europeans, and in the 
former there was a far higher proportion of pigmented 
leucocytes, 22% against 4%, denoting a greater phagocytic 
activity [and, presumably, a greater parasite immunity]. 

The blood of Africans also contained more numerous 
immature red cells, indicating a greater compensatory 
hypertrophy of the erythron, to counteract parasite and 
toxaemic haemolysis. Clement Chesterman 


424. An Investigation on the Suppressive Activity of 
Paludrine in Tertian Malaria. (Een onderzoek naar de 
suppressieve werking van paludrine bij malaria tertiana) 
K. Stopper, D. Stop, and C. Op ’r LAND. WNeder- 
landsch Tijdschrift voor Geneeskunde (Ned. Tijdschr. 
Geneesk.] 92, 3922-3929, Nov. 27, 1948. 4 figs., 3 refs. 


Wormerveer, a village in the Netherlands with approxi- 
mately 10,500 inhabitants, has endemic Plasmodium 
vivax malaria. The investigation embraced 2,157 
inhabitants of all ages, the rest of the population serving 
as controls. Care was taken to see that the choice of 
subjects could not influence the results. ‘* Paludrine ” 
(proguanil) was administered from April 1 to July 1, ina 
single weekly dose of 100 mg. This was effective in 
suppressing malarial attacks until immediately after 
discontinuing the treatment. [The authors’ graphs, 
however, seem to show the beginning of a rise even before 
proguanil was withdrawn.] Before the 1939-45 war, 
the relapse rate was less than 20%, thanks to quinine- 
pamaquin prophylaxis. Only quinine was subsequently 
available, and the relapse rate increased to 40 to 50%. 
In order to test the effectiveness of proguanil treatment in 
preventing relapses, th® authors treated half of 64 sub- 
jects who had had at least two relapses during 17 weeks, 
while the other half served as controls. Four had to be 
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discarded for various reasons; the other 28 had no 
relapses. Two of these had a positive blood smear during 
treatment and another 2 weeks after withdrawal. Of the 
32 controls, 12 had a relapse during the period of 
observation, while four others showed positive blood 
smears without a clinical attack. 

F. M. Meyers (Excerpta Medica) 


425. Naphthoquinone Antimalarials. XVIII. Metabolic 
Oxidation Products 

L. F. Freser, F. C. CHANG, W. G. DAUBEN, C. HEIDEL- 
BERGER, H. HEYMANN, and A. M. SELIGMAN. Journal 
of Pharmacology and Experimental Therapeutics [J. 
Pharmacol.) 94, 85-96, Oct., 1948. 3 refs. 


In their study of the metabolism in man of a number 


of 2-hydroxy-3-alkyl-1 : 4-naphthoquinones, which dif- 
fered from one another only in the nature of the hydro- 
carbon side-chain in the 3-position, the authors gave the 
drugs by mouth to non-malarial subjects, and on the 
following day (usually) they extracted the degradation 
products of metabolism (metabolites) from the blood 
’ plasma and urine and analysed them. The chemical 
procedures in each case are described in detail. The 
metabolites extracted from the plasma were the same as 
those from the urine. 

A naphthoquinone—* M-285”’—had been found to be 
four times as active against bird malaria as another— 
** M-1916 *°—but was quite inactive in human malaria, 
whereas M-1916 had a definite therapeutic action in 
human malaria; both were much less effective in man 
than in birds, probably owing to greater metabolism in 
man. The authors hoped to find either compounds more 
resistant to degradation or a metabolite of M-1916 that 
was responsible for its therapeutic action; they found 
two hydroxylated metabolites of M-1916 which persist 
in the blood and have one-tenth the malarial activity of 
M-1916 but are responsible for its action. 

In metabolic oxidation the end of the hydrocarbon 
side-chain is attacked, and when it ends in a cyclohexyl 
ring the ring is hydroxylated. One compound with a 
non-cyclic, but short, chain—*t M-1523*’—was also 
hydroxylated, but all the other open-chain compounds 
were metabolized to carboxylic acids which have no 
antimalarial activity in vivo or in vitro, and that explains 
the inactivity of M-285 in man. The metabolites 
identified were secondary alcohols, tertiary alcohols, 
or carboxylic acids. J. F. Corson 


426. Naphthoquinone Antimalarials. XIX. Anti- 
respiratory Study of Protein Binding 

H. HEYMANN and L. F. Freser. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.} 94, 97-111, 
Oct., 1948. 8 refs. 


Wendel (Fed. Proc., 1946, 5, 406) showed that the 
hydroxyalkylnaphthoquinones inhibited the respiration 
of parasitized erythrocytes of ducks infected with 
Plasmodium lophurae, and that the actions in vitro and 
in vivo were similar; the authoss standardized Wendel’s 
method and used it to investigate naphthoquinone— 
protein interactions. Erythrocytes of ducks infected 
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with P. lophurae were suspended in duck serum jn 
Warburg flasks, concentrations of the drugs were added, 
and the rate of respiration was observed for one hour, 
the activity of M-1916 being taken as the standard for 
comparison. The results were expressed as the concen- 
tration (in terms of molar concentration) required to 
inhibit by 50% the oxygen uptake of the parasitized 
erythrocytes (IC 50 value). 

Protein Binding.—Dialysis of the naphthoquinone 
“* M-1971 ”° showed that it diffused completely from an 
alkaline solution against water, but no diffusion from the 
plasma of treated patients occurred in 60 hours. Tests 
with fractions of human plasma showed that the drug 
was held chiefly by the albumin fraction and diffused 
very slightly into water. Human plasma had greater 
binding power than monkey plasma, and monkey plasma 


greater than duck plasma; this may account for the 


greater antimalarial action in ducks than in man. The 
compound ‘** M-295 ”’, given to an epileptic man, did not 
diffuse into the cerebrospinal fluid. It was found by 
experiment that little or no naphthoquinone diffused 
from man or monkey plasma into the erythrocytes. The 
antirespiratory activity of M-1916 was only one-tenth 
to one-fifth as great in chicken serum as in duck serum; 
since the drug has higher plasma levels in the chicken than 
in the duck, the difference in effect could not depend on 
absorption from the gut. 

It was important to compare the relative activities of 
otherwise promising naphthoquinones in duck and 
human plasma in order to judge which of those active 
against P. lophurae in ducks would be likely to be active 
in man. Seven compounds were examined and showed 
various ratios, and one, “* M-2336’, which was identical 
with one of the isolated metabolites of M-1916, showed 
about equal activity in duck and human sera. An 
experiment indicated that the lethal action of naphtho- 
quinones on the malarial trophozoites is, in fact, asso- 
ciated with impairment of parasite respiration. 

No synergistic or antagonistic action on naphtho- 
quinones was observed on the addition of metabolites of 
the drugs or of carotene, vitamin K,, or quinine. Sodium 
glycollate had little effect on cell respiration or on the 
antirespiratory power of M-1916, and only slightly 
countered the antagonism of human plasma proteins. 

J. F. Corson 


427. Naphthoquinone Antimalarials. XX. Metabolic 
Degradation 

L. F. Fresern, H. HEYMANN, and A. M. SELIGMAN. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.} 94, 112-124, Oct., 1948. 4 refs. 


The observation (Paper XVIII; see Abstract 425) 
that the two metabolites of the naphthoquinone M-1916 
retained some antirespiratory activity and persisted for a 
long time in the blood suggested that a synthetic naph- 
thoquinone with a side-chain already hydroxylated might 
resist metabolic change more than the compounds with 
hydrocarbon side-chains. .It has been found that a 
certain balance between lipophilic and hydrophilic 
characters is required for optimum antimalarial activity, 
and that hydroxylation of the side-chain produces much 
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hydrophilic displacement; an increase in the size of the 
hydrocarbon side-chain compensates this. Substances 
of a new type were synthesized, ‘‘ M-2350”’ being the 
best; it is very potent in ducks when given intramuscu- 
larly, but not when it is given orally. The chief aim of 
the present inquiry was to find the rate and extent of the 
metabolic degradation of compounds already known, and 
to compare M-2350 with them. The results warrant a 
clinical trial. 

Inhibition of respiration of parasitized duck erythro- 
cytes is a reliable measure of antimalarial activity, and 
was used to observe drug degradations in man, colori- 
metric estimations being made of the naphthoquinone 
pigment extracted from the plasma. The activity was 
expressed as the percentage of the activity of the drug 
administered. The results for seven naphthoquinones 
are shown in a table; two potent compounds, M-1916 
and M-2293, were completely degraded in about 4 hours, 
but the metabolite of the latter was eliminated much 
more rapidly than were those of the former. Compound 
M-2350 had high activity when given intravenously, 
but not intramuscularly or by mouth. «+ 

Tests in various laboratory animals with M-1916 and 
M-2350 showed that the mouse reacted most like man; 
when injected intravenously both compounds persisted 
in the blood and the metabolic degradation was com- 
parable with that in man, M-2350 being the better. 
Intraperitoneal injection of M-2350 in nut oil maintained 
a high concentration in the blood. In a case of biliary 
fistula M-1971 was not excreted in the bile. 

Experiments in vitro with mouse liver indicated that 
metabolic degradation occurs in the liver. Toxicity tests 


' showed great differences between compounds; concen- 


trated solutions given intravenously to dogs caused 
shock, but the addition of ox albumin prevented it, and 
dilute solutions did not cause shock, probably because 
the protein had time to combine with the drug. 

J. F. Corson 


428. Is the Gametocyte Production of Plasmodium 
vivax Influenced by Elimination of the Mosquito Passage? 
J. BuLMER and H. KrAAN. Journal of Tropical Medicine 
and Hygiene [J. trop. Med. Hyg.] 51, 222-225, Nov., 
1948. 3 refs. 


Biological considerations would suggest that, where the 


mosquito is eliminated from the transmission of malaria, 


the sexual cycle, including the formation of gametocytes, 
might degenerate. Evidence on this point has, however, 
been conflicting. 

During the war of 1939-45 mosquito transmission of 
therapeutic malaria in the Wilhelmina Hospital in 
Amsterdam was not possible and blood inoculation of 
the Madagascar strain of Plasmodium vivax was carried 
out. Blood inoculation was performed in 34 cases, 
involving 16 human beings; microgametocytes were 
found in the thick films in 7 instances, whereas formerly, 
with mixed mosquito and blood inoculations, the 
proportion was 23 out of 35. The authors claim that, 
for this strain only, these results are evidence of an 
influence unfavourable to the production of gametocytes. 

Clement Chesterman 


429. Present State of Chagas’ Disease Surveys in Chile 
A. NEGHME and J. ROMAN. American Journal of Tropical 
Medicine [Amer. J. trop. Med.] 28, 835-839, Nov., 1948. 
5 refs. : 


In epidemiological surveys of Chagas’s disease carried 


out in Chile between August, 1944, and December 31, - 


1947, observations were made on random samples of the 
population in endemic zones. Of 12,581 persons 
examined, an average of 12% were found to be infected 
with Trypanosoma cruzi. The diagnosis was confirmed 
parasitologically in a total of 1,031 human cases distri- 
buted in provinces from Tarapaca to O’Higgins. Of 
8,142 Machado-—Guerreiro tests carried out, 17% of the 
reactions were positive, whereas only 2 non-specific 
reactions were obtained in 2,000 controls—findings which 
suggest a high degree of specificity for this reaction. 
In a survey of parasitic animal reservoirs, of 4,006 wild 
and domestic animals examined, 437 (10-9%) were 
infected by T. cruzi. Of 20,614 specimens of Triatoma 
infestans examined from diverse endemic areas, 44°% were 
infected—a rate high enough to explain the wide diffu- 
sion of the disease throughout the country. In prophy- 
lactic studies following the spraying of 830 houses in 
rural zones with 5% DDT in kerosene the multiplication 
of triatomids was controlled in 90% of cases up to 3 
months after its application, and the triatomid indices 
remained low up to 12 months. Experimentally, 
** gammexane ”’ (the gamma isomer of hexachlorocyclo- 
hexane) in concentrations of 1 to 3° gave results practi- 
cally equal to those of DDT. J. L. Markson 


430. Parasitological Findings and Epidemiological 
Aspects of Epidemic Amebiasis occurring in Occupants of 
the Mantetsu Apartment Building, Tokyo, Japan 

L. S. Ritcuie and C. Davis. American Journal of 
Tropical Medicine [Amer. J. trop. Med.| 28, 803-816, 
Nov., 1948. 1 fig., 10 refs. 


An outbreak of amoebiasis of epidemic proportions 
occurred among the occupants of the Mantetsu Apart- 
ment Building; Tokyo, in which 161 Americans were 
exposed—143 adults, 5 children, 5 guests, and 8 assigned 
personnel. Children and guests are excluded from the 
figures. In addition, 248 Japanese employees were also 
exposed to infection. Of the 151 American adults under 
consideration, 138 (91-4%) were infected by one or more 
protozoa. The following were the percentage protozoan 
infection rates: 
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American adults 62:9 | 27-°8 | 59-0 | 106 | 40 | 76:2 
Japanese employees . 22:2 | 34:3 | 29-0 5-7 — | 460 


The incidence of infection with E. histolytica was 
greatly in excess of the probable endemic rate. The 
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lower infection rate among the Japanese is attributed to 
the shorter time spent in the building, to their traditional 
tea-drinking, and to New Year celebrations outside the 
building. Details are given of the arrival dates of the 
personnel and their correlation with the onset of 
symptoms. The peak of exposure probably occurred 
early in January, 1947, and the epidemic was established 
less than one month later. The Japanese employees 
consisted of those who did and those who did not 
handle food, of whom only the former were allowed to 
receive left-over foods from the kitchen. Since the 
infection rate was the same in both groups, both must 
have been similarly exposed to infection—a fact which 
eliminates food-handling as a mode of transmission. A 
fly-borne epidemic was ruled out by the time of year. 
Investigation of the water and sewage systems provided 
strong evidence that contamination of the water supply 
had occurred and that the epidemic was water-borne. 

J. L. Markson 


431. Clinical Manifestations and Treatment of Epidemic 
Amebiasis occurring in Occupants of the Mantetsu 
Apartment Building, Tokyo, Japan 

C. Davis and L. S. Ritcuie. American Journal of 
Tropical Medicine [Amer. J. trop. Med.| 28, 817-823, 
Nov., 1948. 3 refs. 


The. clinical manifestations and treatment of 100 
Americans affected by amoebiasis in the Mantetsu 
epidemic (see Abstract 430) are described. Of these 
-25% had no abnormal symptoms, and most of the 
remainder had only slight diarrhoea. The stools 
contained mucus, but blood was not observed. . Slight 
lower-abdominal tenderness was the only notable physical 
finding, and amoebic hepatitis did not occur. To 76 
patients carbarsone was given orally, in a dose of 0-25 S: 
thrice daily for 7 days, followed by diodoquin 0-63 ‘g. 
thrice daily for 7 days. The remaining 24 were given, in 
addition, emetine hydrochloride 0-03 g. intramuscularly 
twice daily concurrently with carbarsone. No severe 
reactions occurred, but significant fall in blood pressure 
or the development of extrasystoles made it necessary to 
discontinue the emetine in 7 cases. Three patients 
continued to pass cysts of Entamoeba histolytica after one 
course of treatment: the stools of 2 of these became 
clear after a second course, but the third patient, a child, 
required four courses of oral treatment. Six months after 
treatment 17 patients still experienced mild diarrhoea and 
abdominal cramping despite the passage of negative 
stools; half of these still harbour Giardia lamblia. 

J. L. Markson 


432. The Use of Streptomycin in the Cultivation of 
Endameba histolytica from Stools 

C. L. SPINGARN and M. H. EDELMAN. American Journal 
of Tropical Medicine [Amer. J. trop. Med.| 28, 825-829, 
Nov., 1948. 4 refs. 


The culture of trophozoites of Entamoeba histolytica 
from stools containing cysts has usually, in the experience 
of the authors, been a failure. The difficulty has largely 
been overcome by the addition of streptomycin to the 


culture medium. The medium used was that previously 
described by the authors in 1947. Varying amounts of 
streptomycin—1 to 10 mg. per ml. of serum-saline 
solution overlying the slants—were added to the tubes 
at the time of inoculation with a faecal saline suspension 
containing cysts. Incubation was carried out at 37°C. 
up to 10 days. Positive cultures were obtained in 73% 
of 26 stools investigated, compared with a rate of 8% 
when the same stools were cultured without streptomycin, 
Although the smallness of the series did not permit 
definite conclusions to be drawn, the lower concentrations 
of streptomycin seemed to be more effective than the 
larger ones. The drug produced varying degrees of 
bacterial inhibition, retarded the bacterial splitting of 
rice starch, and suppressed Blastocystis hominis, thus 
acting in a similar manner to flavine in amoeba cultures, 
J. L. Markson 
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433. Longevity in Rheumatic Fever. Based on the 
Experience of 15042 Children Observed over a Period of 
Thirty Years 

M. G. WILSON and R. LusscHEz. Journal of the Ameri- 
can Medical Association [J. Amer. med. Ass.] 138, 794-798, 
Nov. 13, 1948. 2 figs., 8 refs. 


From the records of 1,042 children observed over a 
period of up to 30 years an attempt is made to assess the 
expectation of life in children with rheumatic fever. 
The cases were under regular medical supervision, and 
89% were seen at death or the end of the survey. Longe- 
vity in relation to age and duration of the disease is 
discussed. The mean age of onset is 6-5 years, and the 
chief danger periods are the first year of the disease and 
puberty, irrespective of the age of onset. The low 
morbidity and mortality rates in those surviving puberty 
are emphasized. 

Death was due to rheumatic heart disease in 75% of 
cases and to subacute bacterial endocarditis in 10-2%, 


the other causes of death being tabulated. It appears 


that recent improvement in child care has not affected 
the death rate from this disease. The incidence of other 
rheumatic manifestations is also given. It is estimated 
that the median duration of life for these children is 
greater than 30 years after the onset of rheumatic fever. 

Kathleen M. Lawther | 


434. Immunologic and Biochemical Studies in Infants 
and Children with Special Reference to Rheumatic Fever. 
V. Electrophoretic Patterns in Blood Plasma and Serum 
in Normal Children 

R. LUBSCHEZ. Pediatrics [Pediatrics] 2, 570-576, Nov., 
1948. 9 refs. 


This is a study of the electrophoretic patterns of the 
blood of 57 normal healthy children ranging in age from 
under 1 to 11 years. Electrophoresis was carried out in 
the Tiselius-—Longsworth apparatus (Chem. Rev., 1942, 
30, 323), and the method is described in detail. The 
children were divided into two groups, one of 30 children, 
who had had no illness within 4 months of the study, and 


RSE 


Ss 


r. 


RHEUMATIC FEVER 125 


_ the other of 27 who had had various illnesses in that 
iod. In the first group, the mean values for the 
relative concentrations of the various plasma proteins 
were in close agreement with those obtained by Dole 
(J. clin. Invest., 1944, 23, 708) in normal adults, except 
that the greatest variation from the mean, which occurred 
in the albumin and gamma globulin fractions, was 
several times larger than that obtained by Dole. In the 
second group, the value for beta globulin remained 
unchanged whereas the other components differed from 
the first group by about one standard deviation, the 
albumin level being decreased and the remaining globulin 
levels increased. Abnormal values occurred in all 
‘components except beta globulin, 44% having gamma 
globulin levels over 16:7%. The frequency of the 
“abnormalities was related directly to the duration and 
severity of the illness, and to the interval between the 
illness and the investigation. No sex difference*’was 
found, and in both groups the total protein levels were 
within normal limits. In 7 cases in which both parents 
were rheumatic, the same patterns and responses to 

‘illness were demonstrated as in the rest. 

Marianna Clarke 


435. Immunologic and Biochemical Studies in Infants 
and Children with Special Reference to Rheumatic Fever. 
VI. Electrophoretic Patterns of Blood Plasma and Serum 
in Rheumatic Children 

M. G. WILSON and R. LusscHEez. Pediatrics [Pediatrics] 
2, 577-583, Nov., 1948. 1 fig., 17 refs. 


In this study the electrophoretic patterns of the blood 
of 42 rheumatic children were analysed. Those of 7 
subjects who had not had a recent respiratory illness and 
who did not develop rheumatic fever were within normal 
limits. Those of 8 children who had had no ante- 
cedant respiratory infection but who developed acute 
rheumatism did not show any increase in the y-globulin 
component, although during febrile periods one or 
both «-globulin components were usually elevated. A 
significant rise in the y-globulin component was found 
in 12 children who had had an antecedent respiratory 
infection but no recent rheumatic fever, and in 23 who 
developed rheumatic fever after a respiratory illness. 

The albumin component was generally lowered in 
specimens with raised globulin levels, the 8-globulin and 
fibrinogen levels were normal in all but 2 cases, and the 
total plasma proteins were within normal limits in all 
cases. It is concluded that the immunological response 
of rheumatic children to streptococcal infection does not 
differ from that of non-rheumatic subjects, and that any 
elevation of the y-globulin component in rheumatic fever 
is a function of an antecedent streptococcal infection and 
not of the rheumatic process. Marianna Clarke 


436. The Pathogenesis of Rheumatic Allergy. (K 
NaToreHesy PeBMaTH4eCKOH 

I. V. Voropyev. [Klin. Med., 
Mosk.} 26, No. 11, 3-15, Nov., 1948. 


A review is given of several year’s study of allergy in 
acute rheumatism, with reference to 110 patients. The 


local, focal, and general reactions to intradermal injection 
of 0-1 ml. of a vaccine containing 100,000,000 strepto- 
cocci were observed. Of the patients 72 had, or had had, 
acute rheumatism and the remainder other locomotor 
disorders or disease of other organs. Of the patients 
with rheumatism 22 still had an acute arthritis; in the 
remainder the disease was at a later stage. The time 
elapsed since onset of the first attack varied from a few 
weeks to 48 years. All the patients had some cardiac 
lesion. More rheumatic subjects gave reactions with 
this non-specific polyvalent streptococcal vaccine than did 
other patients (24% of general reactions against 16%, 
11-4% of cardiovascular reactions against 5-2%, 148% 
of joint reactions against 6-3%). The size of skin infil- 
trate and zone of erythema and the duration of the skin 
lesion increased in rheumatic subjects. Where chronic 
tonsillitis was judged to be present the main finding was 
an absence of cardiovascular reactions, but skin lesions 
were also smaller. Females reacted more often and more 
strongly than males. Adolescent subjects reacted less 
than those in the 30 to 40 age-group. Recurrence of 
acute rheumatism and persistence of attack heightened 


the allergic response. Early in the disease (first month) — 


general and cardiovascular reactions were commoner but 
skin reactions were less pronounced than in succeeding 


weeks. In the stage of healing (third to eleventh month) 


general, focal, and local reactions were damped down, 
but after one year allergy again became marked. Salicy- 
late therapy reduced the number of general and focal 
reactions but did not affect skin reactions. Strepto- 
coccus vaccine therapy, on the other hand, reduced skin 
reactivity but increased general and focal response. 

S. S. B. Gilder © 


437. Histological Changes in the Brain in Experimental 
Rheumatism (Anaphylactic). (Alteraciones histolégicas 
cerebrales en el reumatismo experimental (anafilactico) ) 

M. S. MALLEN, I. Costero, and E. L. Huse. Archivos 
del Instituto de Cardiologia de México {Arch. Inst. cardiol. 
Méx.] 18, 688-693, Oct., 1948. 2 figs., 7 refs. 


Following the technique of German workers, the 
authors have studied the cerebral and myocardial lesions 
of experimental rheumatism and compare their findings 
with those in human acute rheumatism. Rabbits weigh- 
ing 2 kg. were given three subcutaneous injections of 
2 ml. of normal horse serum at 48-hour intervals. Four 
weeks later the animals were given a further dose of 2 ml., 
and were killed after 3 days. The Rio-Hortega method 
of staining microglia was used. In 11 control animals 
there were no signs of pathological change. Of the 16 
test rabbits, 4 showed proliferation of microglia round 
blood vessels; in 2 of these evidence of annular haemor- 
rhages with pericapillary necrosis was seen, and one of 
them had dilatation of the lymphatic spaces. Animals 
were killed too soon after the induction of shock for 
observation of the capillary sclerosis described by the 
German workers. Since the changes are similar to those 
found in human acute rheumatism, the authors maintain 
that the human lesions also have an allergic character. 

George Hickie 
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438. The Health of Towns Association in Great Britain 
1844-1849. An Exposition of the Primary Voluntary 
Health Society in the Anglo-Saxon Public Health Move- 
ment 

R. G. Paterson. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 22, 373-402, July—-Aug., 1948. 1 fig., 
bibliography. 


At the present time, when health legislation is so 
widely discussed, it is interesting to recall the pioneer 
effort of the “* Health of Towns Association ’’ a century 
ago. Founded by Dr. Southwood Smith on Dec. 11, 
1844, the movement may be considered as the prototype 
of the many present-day health organizations in Great 
Britain and the United States. This essay in health 
reform was one of many such efforts made in various 
fields about this time. 

At the end of the eighteenth century a virulent outbreak 
of typhus fever among the mill-workers of Manchester 
led to an investigation of their conditions and to the 
inception of various means to improve them. Another 
powerful impetus to sanitary reform was the cholera 
epidemic of 1831-2. The close connexion between 
poverty and disease came into sharp focus. A further 
step in advance was the Registration of Births, Deaths, 
and Marriages, which became effective in 1837. 


In 1838 Edwin Chadwick persuaded the Poor Law” 


Commissioners to inquire into the physical causes of 
sickness and mortality, and the consequent reports acted 
as a stimulus to further effort. Dr. Southwood Smith, 
who had been an active participant in some of the earlier 
reforms, decided to take measures to influence the public 
and Parliament in the direction of health legislation. 
The new association, which held its first meeting at 
Exeter Hall, London, was not a charity, but aimed at 
preventing the evils which charities endeavoured to 
palliate. ‘It would substitute health for disease, 
cleanliness for filth, economy for waste, justice for 
charity’. Provincial branches were soon formed. One 
of the most active was that of Liverpool, which published 
a monthly periodical, The Liverpool Health of Towns 
Advocate, which appeared from 1845 to 1847. Support 
to the movement was also given by those who were at that 
time known as the working classes, and thus came into 
being, in London, ** The Metropolitan Working Classes 
Association for Improving the Public Health”’. Among 
the objects of this association was the diffusion of infor- 
mation concerning the need for cleanliness, ventilation, 
drainage, and the importance of the nursing, feeding, and 
clothing of children. 

The work of the Health of Towns Association soon 
bore fruit, and in 1848 the Public Health Act was passed, 
embodying many of the ideals for which the association 
had striven. The General Board of Health came into 
being, and instituted inquiries into the prevalence of 
infectious diseases, the disposal of the dead, water 


supplies, and other essential matters which concerned the 
public health. The first President of the Board was Sir 
Benjamin Hall. With the passage of the Public Health 
Act of 1848 the need for the association was no longer 
felt, and its activities ceased. Nevertheless the Health 
of Towns Association, during its brief career, began a 
process of health education which led to effective legisla- 
tion. The fruitful results of its work illustrate the 
importance of voluntary and unofficial efforts as a means 
of preparing the ground for the improvement of thee 
general health of the community by well-directed laws, 
Douglas Guthrie 


439. The First Russian Textbook of Operative Surgery. 
pycckuit NO OnepaTHBHOH xupyprun) 
B. M. KuHrRoMov. Xupyprusa (Khirurgiya) No. 7, 
3-10, July, 1948. 11 refs. 


The first textbook of operative surgery in the Russian 
language was published in 1840 by Salomon of the 
Academy of Military Medicine. The work appeared in 
two volumes, on general surgery and special surgery 
respectively, and attained great popularity in Russia. In 
the present article only the first volume is reviewed. It 
suffered from a complete absence of illustrations. 
Salomon drew not only on a wide knowledge of the 
writings of Russian and foreign surgeons but also on his 
own extensive experience. It is of interest to note his 
insistence on the need in surgery for an accurate know- 
ledge of-anatomy and a close acquaintance with the basic 
principles of internal medicine. In his attention to the 
details of post-operative care he is more modern than 
most of his contemporaries. S. S. B. Gilder 


440. Pelvic Mensuration: A Study in the Perpetuation 
of Error 
N. J. Eastman. Obstetrical and Gynecological Survey 
[Obstet. gynec. Surv.] 3, 301-329, June, 1948. 19 figs., 
19 refs. 


Delay in recognition of dystocia caused by contracted 
pelvis was due to two primitive ideas. One was that in 
labour the symphysis pubis separates to allow the infant 
to pass; the other that the baby gains egress from the 


mother’s body by its own physical efforts, the uterus _ 


being merely a passive sack. The former was shown to 
be false by Vesalius and his pupil Arantius in 1572, 
but their teaching was ignored in textbooks published 
during the next 120 years, when the importance of pelvic 
contraction as a cause of dystocia was asserted anew by 
the Dutch obstetrician Deventer (1701). He, however, 
taught that in normal labour the sacrum and coccyx 
swing backwards to make way for the child. It was de la 
Motte, a small-town practitioner of Vallognes, France, 
who first stated that the commonest type of pelvic con- 
traction is diminution in the size of the inlet. As yet, 
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however, there was no mention of pelvic mensuration. 
This originated in the investigations of the French 
obstetrician Levret (1753) and the British obstetrician 
William Smellie. Levret described the planes of the 
pelvis and measured its diameter, but contributed nothing 
to clinical mensuration, for, in answer to the question, 
“How can the accoucheur ascertain whether pelvic 
contraction makes delivery per vaginam impossible? ”’ 
he answers, “* When the accoucheur cannot push his fist 
through the pelvis”. Smellie devised the diagonal 
conjugate measurement and thus introduced a practical 
method for measuring inlet contraction. He also was 
the first to stress the importance of the size of the child. 
Had his diagonal conjugate measurement been adopted 
as a corner-stone on which to base further acquaintance 
with the clinical behaviour of the contracted pelvis the 
diagnosis and management of this complication down to 
our own day would have been sounder than it is. But 
again error crept in, first in the invention of complicated 
instruments to measure the pelvis, and secondly in the 
development of external pelvimetry as a substitute for 
internal mensuration. Of external measurements, one of 
the most universally employed is the external conjugate 
introduced by Baudelocque in 1775. In his opinion this 
diameter was always 7:5 cm. greater than the true 
conjugate, and hence, through simple subtraction, yielded 
the true conjugate. In most cases it does bear the 
approximate relationship to the true conjugate that 
Baudelocque claimed, but the difference between it and 
the true conjugate may vary from 5 to 13 cm. This 
means that it is not unusual for a woman to have a Baude- 
locque diameter of 19 or 20 cm. with contracted internal 
measurements, and contrariwise a measurement of 16 or 
17 cm. with a normal inlet. | 

The intercristal and interspinous diameters are of even 
less clinical importance. Some five years ago in Johns 
Hopkins Hospital the taking of these measurements was 
discontinued. Recently Thoms has concluded that even 
outlet measurements are as unreliable as the rest. 

In the present author’s opinion x-ray pelvimetry is 
essential to the management of cases of pelvic contrac- 
tion, for several reasons. First, it provides precision of 
mensuration not otherwise possible; while a diagonal 
conjugate of 11-5 cm. usually means a normal true 
conjugate, on the other hand when the diagonal conjugate 
is under 11-5 cm. it may not be a reliable index of the 
obstetrical conjugate, as the difference between these two 
diameters, usually said to be 1-5 cm., may range from 
0-1 to 3-1 cm. Secondly, it allows measurement of 
certain diameters which were previously not easily 
obtained, such as the interischial spinous diameter, which 
is at last, after long neglect, receiving recognition as an 
important factor in mid-pelvic arrest and difficult forceps 
operations. Thirdly, x-ray pelvimetry by the stereo- 
scopic technique allows visualization of the general 
architecture of the pelvis, and during labour films taken 
with the patient standing give very precise information 
about the descent or lack of descent of the biparietal plane 
of the head. In spite of these advantages, the author 
believes that radiography has been more harmful than 
helpful to the intelligent management of pelvic contrac- 
tion, because measurements tend to be relied on to the 


neglect of the over-all clinical picture. Another error 
that has helped to discredit radiography is the faulty 
interpretation of pelvimetry films. Even when pelvic 
measurements are accurately known the outcome of a 
case depends on many other circumstances—for example, 
the size and position of the baby; whether or not uterine 
inertia, which is extremely common in these cases, is 
present; the status of the membranes; the degree of 
flexion of the foetal head; the presence or absence of 
asynclitism; and the condition of the cervix. The proper 
correlation and interpretation of all these findings cannot 
be expressed in a mathematical formula, and are arrived 
at only as the result of long days and nights in the labour- 
room. F. J. Browne 


441. Agitation for Public Health Reform in the 1870's. 
Part I 

H. D. Kramer. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.} 3, 473-488, Autumn, 1948. 
Bibliography. 


442. The Fielding H. Garrison Lecture. .Anticon- 
tagionism Between 1821 and 1867 

E. H. ACKERKNECHT. Bulletin of the History of Medi- 
cine [Bull. Hist. Med.] 22, 562-593, Sept.-Oct., 1948. 
1 fig., bibliography. 


443. Benvenuto Cellini and his Doctors: A Glimpse of 
Renaissance Medicine 

H. S. Carter. Glasgow Medical Journal [Glasg. med. 
J.] 29, 317-328, Sept., 1948. 


444. Some Medical Bibliophiles and Their Libraries 
W. J. BisHop. Journal of the History of Medicine {J. 
Hist. Med.} 3, 229-262, Spring, 1948. 8 figs. 


445. Quarantine for Plague in Scotland During the 
Sixteenth and Seventeenth Centuries 

J. Ritcuie. Edinburgh Medical Journal (Edinb. med. J.) 
55, 691-701, Nov., 1948. 19 refs. 


446. From the History of Pellagra in the South Tyrol 
and Lombardy. (Aus der Geschichte der Pellagra im 
Sudtirol und in der Lombardei) 

J.H.RILLe. Gesnerus [Gesnerus, Ziirich] 5, 109-124, 1948. 


447. A Survey of the History of the Medical Services of 


the Army Prior to and Since the Formation of the R.A.M.C, 
A. L. PENNEFATHER. Journal of the Royal Army Medical 
Corps [J. R. Army med. Cps] 91, 125-128, Sept., 1948. 


448. The Medical and Magical Significance in Ancient 
Medicine of Things Connected with Reproduction and Its 
Organs 

W. B. McDanieL. Journal of the History of Medicine 
and Allied Sciences [J. Hist. Med.] 3, 525-546, Autumn, 
1948. 


449. The Art of Osteography 

W. BRocKBANK and D. Li. GrirritHs. Journal of Bone 
and Joint Surgery (J. Bone Jt Surg.] 30B, 714-722, Nov., 
1948. 9 figs., 12 refs. 
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450. Felix Platter’s Essays on the Features and Affec- 
tions of the Mind. (Felix Platter’s Abhandlungen uber 
die Zustande und Krankheiten des Geistes) 

R. REIMANN-HUNZIKER. Schweizer Archiv fur Neuro- 
logie und Psychiatrie [Schweiz. Arch. Neurol., Psychiat.) 
62, 241-260, 1948. 


451. American Infant Feeding Bottles, 1841 to 1946, as 
Disclosed by United States Patent Specifications 

T. G. H. Drake. Journal of the History of Medicine 
and Allied Sciences {[J. Hist. Med.} 3, 507-524, Autumn, 
1948. 22 figs. 


452. The Early History of the Museum of the Royai 
College of Surgeons of Edinburgh 

J. N. J. Harter. Edinburgh Medical Journal [Edinb. 
med. J.] 55, 513-532, Sept., 1948. 20 figs., 20 refs. 


453. Thoracic Surgery During the Eighteenth Century 
L. A. HocuBerG. Quarterly Bulletin of. Sea View 
Hospital [Quart. Bull. Sea View Hosp.] 10, 122-138, 
July, 1948. 3 figs. 


454. Some Account of the History of the Treatment of 
Syphilis 

J. J. ABRAHAM. British Journal of Venereal Diseases 
[Brit.. J. vener. Dis.] 24, 153-160, Dec., 1948. 23 refs. 


MEDICAL BIOGRAPHY 


455. N. I. Pirogoff as a Morbid Anatomist. (H. H. 
Tluporos Kak maTomoroaHaTom) 

N. I. Gotpstein. Apxus [atonorun [Arkh. Patol.] 10, 
No. 6, 83-90, Nov.-Dec., 1948. 12 refs. 


Pirogoff, the founder of Russian surgery, published 
only two papers on morbid anatomy: one on Asiatic 
cholera, and the other entitled “‘ A Lecture on Morbid 
Anatomy ” which summarized the post-mortem material 
of the Academy for 20 years. He was a devoted, active, 
and tireless morbid anatomist throughout his career and 
most of his surgical papers contain thorough pathological 
accounts of the subjects under discussion. From the 
time of his appointment as professor of surgery at the 
Medico-Surgical Academy of St. Petersburg in 1841, he 
taught morbid anatomy daily at the post-mortem table, 
and in the course of 14 years performed 8,000 necropsies. 
Traditionally university lectures and demonstrations are 
open to the public in Russia, and Pirogoff, who combined 
great erudition with singular teaching ability, used to 
attract large and mixed audiences to his demonstrations. 
Artists, Army officers, and society ladies rubbed shoulders 
with the students. He also laid the foundation of the 
Academy museum, where drawings and specimens care- 
fully mounted by himself are preserved to this day. 

L. Crome 


456. A Famous Lithotomist of the Past—Jean Baseil- 
hac—*‘ Frere Come ”’ 

C. Boccazzi. Urologic and Cutaneous Review [Urol. 
_cutan. Rev.) 52, 451-454, Aug., 1948. 6 figs. 
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457. Manuel Garcia, Inventor of the Laryngoscopic 
Method. Reply to Dr. Walter A. Wells. 

J. M. CastiLto. Laryngoscope [Laryngoscope, St 
Louis] 58, 1133-1144, Oct., 1948. 


458. The Case of Babington Versus Garcia in re the 
Invention of Laryngoscopy. Reply to Dr. Jose Maria 
Castillo 

W. A. WeLts. Laryngoscope (Laryngoscope, St Louis] 
58, 1145-1161, Oct., 1948. 


459. The Ancestry of Neuropathology. Sir Robert 
Carswell, Dean of the English Atlas-Makers 

C. B. Courvitte. Bulletin of the Los Angeles Neuro- 
logical Society (Bull. Los Angeles neurol. Soc.} 13, 143- 
164, Sept., 1948. 7 figs., 5 refs. 


460. William Harvey—a Speculative Note. [In Eng- 
lish] 

K. J. FRANKLIN. Gesnerus [Gesnerus, Ziirich] 5, 70-74, 
1948. 11 refs. 


461. Lichtenberg’s Part in the Ophthalmology of his 


Time. (Uber Lichtenbergs Anteil an der Ophthalmo- 
logie seiner Zeit) 

F. P. FiscHeR. Gesnerus [Gesnerus, Ziirich] 5. 74-108, 
1948. 


462. Josiah Clark Nott 


E. B. CARMICHAEL. Bulletin of the History of Medicine. 
[Bull. Hist. Med.| 22, 249-262, May-June, 1948. 


463. The St. Gallen Doctor, Sebastian Schobinger 
(1579—1652). (Der Stadtarzt Dr. Sebastian Schobinger 
in St. Gallen (1579-1652) ) 

P. JUNG. Gesnerus [Gesnerus, Ziirich] 5, 57-64, 1948. 


464. New Data on the Schobinger Portrait of Para- 


celsus in St. Gallen. (Neues vom St. Gallen Schobinger- 
Bildnis des Paracelsus) 
J. Srrepet and D. RitTMeyer. Gesnerus [Gesnerus, 
Ziirich| 5, 64—70, 1948. 


465. Michael Servetus and the Discovery of the Lesser 
Circulation 

J. Trueta. Yale Journal of Biology and Medicine { Yale 
J. Biol. Med.} 21, 1-15, Oct., 1948. 


466. Niels Stensen (Nicolaus Steno). 1638-1684. A 
Famous Anatomist Who Exchanged the Scalpel for a 
Bishop’s Mitre 


W. A. WeLts. Laryngoscope [Laryngoscope, St. Louis)” 


58, 1173-1194, Nov., 1948. 2 figs. 


467. James Platt White, A Pioneer in American 
Obstetrics and Gynecology 

C. T. Javert. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.) 3, 489-506, Autumn, 
1948. 4 figs., bibliography. 
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